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Protocol Template


Preface

This template is adapted from the International Council for Harmonisation Guidance Document for Good Clinical Practice - E6(R2), Section 6

· Red text is text that needs to be edited according to study specifics.
· Blue text is used for drafting tips and instructions. 
· Green text is sample language. 
· Text that appears in normal black font is wording for PTN studies. This wording should be examined carefully and changed to accommodate non-PTN studies. 
Removing the template watermark: 
1. Double-click near the top of the page to open the header area
2. Hover the cursor over the watermark until a four-way arrow appears
3. Select the watermark
4. Press the Delete key on your keyboard
General Notes on Protocol Review
Consistency Among Key Sections: Many sections and table/figures relay the same, or overlapping, information and/or procedures. It is crucial to ensure that each time a procedure is specified, it is stated in the same manner throughout the protocol. As much as possible, try to state things (i.e., a procedure, concept, or numerical value) only once to introduce it, and then refer to the initial statement/section as needed in subsequent sections; this is to avoid repeating the information and potential inconsistency across sections. In each protocol version, ensure that the schedule of procedures table, all protocol text, and table footnotes are consistent. 
Some examples of where to look for consistency in each section include the following:
· Participant age/age ranges
· Number of participants enrolled overall, and within each dose/study group
· Number of dose/study groups 
· Study specimen collection time points, volumes to be collected based on whole blood vs. plasma (which is 50% of the total whole blood drawn), max. allowable # of specimens to be collected, standard of care vs. study-specific blood draws (PK, biomarker, etc.)
· Data point details (e.g., list of laboratory parameters for CBC, which vital signs are to be included, reactogenicity symptoms, immunology assays, etc.)
· Protocol assessments/procedures, including specification on which ones are only as per standard of care and which ones are required per protocol
· Duration and reporting parameters of AEs, ESIs, concomitant medications, SAEs, and safety follow-up
· Supplements/Appendices consistent with all time points throughout protocol, particularly the Schedule of Procedures and the text
· Objectives and endpoints between the synopsis, Section 3, and Section 11 
· Eligibility criteria as listed in synopsis, Section 5, and any other relevant sections
· Footnotes, Tables, Figures, and Listings for consistency with text (e.g., Schedule of Procedures for consistency to text)
· Ensure references are complete and in-text citations are accurate.
· Hyperlinks, when applicable, should link to a section Header in the document to allow for immediate updates when content is changed. To add a hyperlink:
1. Ensure that all Section and Sub-sections are assigned a Header Style (Heading 1 Emmes, Heading 1.1 Emmes, Heading 1.1.1 Emmes)
2. Put the curser in the text where you would like to insert the hyperlink
3. Go to References tab  select Cross-reference  Reference type Heading, Insert Reference to Heading Number  Select the Heading you wish to cross-reference and push Insert
· Note, this same process can be used to insert hyperlinks to Tables, Figures, and Footnotes. Tables and Figures must be labeled using “Insert Caption” and Footnotes must be inserted using “Insert Footnote” under the References Tab

Look for Clarification: Certain aspects within a protocol need to be conveyed as clearly as possible, as to avoid any conflicting interpretations that could impede study implementation.
· Dose group/single dose group - Make sure this is clearly defined wherever criteria are set for any dose groups, especially if there are multiple doses, multiple drugs/vaccines, or dosing stratification (i.e., if outcomes are split out by age, gender, dose schedule, study drug, etc.).
· Halting Rules - Must be clear enough to communicate exactly which criteria must be met for dose modifications or for the trial to be put on hold (i.e., a specific number/percentage of participants within a group receiving one specific dose of vaccine, AEs/SAEs that have causality, or a particular dosage across vaccines, etc.).  
· Clarity of eligibility criteria, required periods for washouts or laboratory evaluations to confirm eligibility. All eligibility criteria should be written such that they can be answered with a “yes” or “no.”
· Study definitions (e.g., enrollment, completion, screen failure, early termination) should be clearly defined and should consider which populations will be included in analysis groups (e.g., PK and safety analyses).
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Network name (if applicable)

Protocol Full Title / (short name, if applicable)
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Funding Sponsor:

Funding Mechanism: Task Order

	Protocol Date:
	DDMMMYYYY (match header)

	Protocol Version: 
	X.X (match header)

	IND/IDE Number
	XXXXXX (write Pending, if pending; or N/A, if not applicable)

	NCT Number:
	XXXXXX (write Pending, if registration is pending) 

	IND/IDE Sponsor/Principal Investigator: 
The FDA will only recognize ONE protocol PI; all other names will be considered sub-investigators. For clarity, list only the PI here.
	Name, degree(s)
Title	
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City, state zip 
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Institution
City, state zip 
Phone: 
Fax: 
Email:
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[bookmark: _Toc37151427][bookmark: _Toc178338789]STATEMENT OF COMPLIANCE
This trial will be conducted in compliance with the protocol, International Council for Harmonisation (ICH) E6(R2) guideline for Good Clinical Practice (GCP), and the applicable regulatory requirements from the United States (U.S.) Code of Federal Regulations (CFR), including 45 CFR 46 (Human Subjects Protection); 21 CFR 312 (Investigational New Drug) and/or 21 CFR Part 812 (Investigational Device Exemptions); 21 CFR 50 (Informed Consent), 21 CFR Part 54 (Financial Disclosure), and 21 CFR 56 (Institutional Review Board [IRB]); as well as international regulatory requirements, if applicable.
All individuals who are responsible for the conduct, management, or oversight of this study have completed Human Subjects Protection and ICH GCP Training.

Regulations listed above should apply to the nature of the study; regulations not applicable to the study should be removed (note green text). 

For studies conducted in Canada add:
Applicable Canadian legislation includes the Food and Drug Act, the Food and Drug Regulations Part C Division 5, and Federal and Provincial Acts and Regulations respecting privacy and/or protection of personal information including health and genetic information.


[bookmark: _Toc37151428][bookmark: _Toc178338790]SITE PRINCIPAL INVESTIGATOR STATEMENT
I have read the protocol, including all appendices, and the investigator brochure or package insert/product label, and I agree that the protocol and associated documents contain all necessary details for my staff and me to conduct this study as described. I will personally oversee the conduct of this study as outlined herein and will make a reasonable effort to complete the study within the time designated. I agree to make all reasonable efforts to adhere to the attached protocol.
I will provide all study personnel under my supervision with copies of the protocol and access to all information provided by the sponsor or the sponsor’s representative. I will discuss this material with study personnel to ensure that they are fully informed about the efficacy and safety parameters and the conduct of the study in general. I am aware that, before beginning this study, the Institutional Review Board (IRB), Research Ethics Board (REB), or Independent/ Institutional Ethics Committee (IEC) responsible for such matters must approve this protocol in the clinical facility where it will be conducted.
I agree to either obtain legally effective informed consent from participants, parent(s)/legal guardian(s)/legally authorized representative (LAR), or obtain a waiver of informed consent [applicable to minimal risk studies only, otherwise delete waiver language], as required by the IRB/REB/IEC of record and according to government regulations and ICH guidelines. I further agree to report to the sponsor or its representative any adverse events in accordance with the terms of this protocol and the U.S. CFRs [update regulations for device studies], Title 21, part 312.64, ICH GCP 4.11, as well as international regulatory requirements, if applicable. I further agree to ensure the study is conducted in accordance with the provisions as stated and will comply with the prevailing local laws and customs.

For studies conducted in Canada insert the following into the third paragraph after “…Title 21, part 312.64”:
Part C Division 05.014 and C.05.012 (3) (f)(i) of the Canadian Food and Drug Regulations; and [ICH GCP 4.11].


	
	
	

	Site Principal Investigator Name (Print)	

	
	

	
	
	

	Site Principal Investigator Signature
	
	Date



The Site PI must sign this page for every X.0 version of the protocol. Original copies must be filed in the investigator site files and a copy sent to the DCC for filing.

[bookmark: _Toc37151429][bookmark: _Toc178338791]PRINCIPAL INVESTIGATOR AND IND/IDE SPONSOR SIGNATURES
The signature below documents the review and approval of this protocol and associated study materials (e.g., Manual of Procedures, package inserts), and provides the necessary assurances that this clinical study will be conducted according to all stipulations of the protocol, including all statements regarding confidentiality and according to local legal and regulatory requirements and to the principles outlined in applicable U.S. and international regulations and ICH guidelines.


	
	
	

	Principal Investigator Name (Print or Type)
	
	

	
	
	

	PI Signature
	
	Date

	
	
	

	
	
	

	IND/IDE Sponsor (if different from above)

	
	

	
	
	

	IND/IDE Sponsor’s Signature
	
	Date




The PI and the IND/IDE sponsor (if different from the PI) must sign this page for every X.0 version of the protocol. This page can be circulated via Adobe Sign to obtain both signatures. This should be completed before posting the document as final and provision to sites.
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[bookmark: _Toc178338793]Table of Figures
To update the Table of Figures, right-click the table entry (shown as “No table of figures entries found.”), click Update, and Update the entire table. If no Figures are present within the document, this section can be deleted.
All Figures must be labeled with Captions to populate the Table of Figures. To label Figures, do the following:
1. Select the Figure that you wish to Caption.
2. Go to the References tab and select Insert Caption.
3. A box will pop up, select Label: Figure and Location: above selected item.
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To update the List of Tables, right-click the table entry, click Update, and Update the entire table. If no Tables are present within the document, this section can be deleted.
All Tables must be labeled with captions to populate the List of Tables. To label Tables, do the following:
1. Select the Table that you wish to Caption.
2. Go to the References tab and select Insert Caption.
3. A box will pop up, select Label: Table and Location: above selected item.

[bookmark: _Toc37151431][bookmark: _Toc178338795]LIST OF ABBREVIATIONS
	[bookmark: _Toc301522459]AE
	Adverse Event

	ALCOA-C
	Attributable, Legible, Contemporaneous, Original, Accurate, and Complete

	ALT
	Alanine Transaminase

	AST
	Aspartate Transaminase

	AUC
	Area Under the Concentration Time Curve

	BP
	Blood Pressure

	BPCA
	Best Pharmaceuticals for Children Act

	BUN
	Blood Urea Nitrogen

	BMP
	Basic Metabolic Panel

	CBC
	Complete Blood Count

	CFR
	Code of Federal Regulations

	CIOMS
	Council for International Organizations of Medical Sciences

	CMP
	Comprehensive Metabolic Profile

	CL
	Clearance

	Cmax
	Maximum Concentration

	C0h
	Observed Concentration

	CONSORT
	Consolidated Standards of Reporting Trials

	CRF
	Case Report Form

	CSF
	Cerebral Spinal Fluid

	DBS
	Dried Blood Spot

	DCC
	Data Coordinating Center

	DCF
	Data Collection Form

	DCRI
	Duke Clinical Research Institute

	DSMB
	Data Monitoring Committee

	eCRF
	Electronic Case Report Form

	EDC
	Electronic Data Capture

	ESI
	Events of Special Interest

	FDA
	Food and Drug Administration

	FWA
	Federal-Wide Assurance

	GA
	Gestational Age

	GCP
	Good Clinical Practice

	GLP
	Good Laboratory Practice

	HIPAA
	Health Insurance Portability and Accountability Act

	IB
	Investigator’s Brochure

	ICF
	Informed Consent Form

	ICH
	International Council for Harmonisation

	ICMJE
	International Committee of Medical Journal Editors

	IDE
	Investigational Device Exemption

	IEC
	Independent or Institutional Ethics Committee

	IND
	Investigational New Drug Application

	IRB
	Institutional Review Board

	IV
	Intravenous

	ISM
	Independent Safety Monitor

	JAMA
	Journal of the American Medical Association

	Kg
	Kilogram

	MedDRA 
	Medical Dictionary for Regulatory Activities

	Mg
	Milligram

	mL
	Milliliter

	MM
	Medical Monitor

	Μg
	Microgram

	MOP
	Manual of Procedures

	N
	Number (typically refers to participants)

	NDA
	New Drug Application

	NIH
	National Institutes of Health

	NICHD
	National Institute of Child Health and Human Development

	NONMEM
	Non-linear Mixed Effects Modeling

	OCRA
	Office of Clinical Research Affairs

	OHRP
	Office for Human Research Protections

	OHSR
	Office for Human Subjects Research

	ORA
	Office of Regulatory Affairs

	PD
	Pharmacodynamics

	PHI
	Protected Health Information

	PI
	Principal Investigator

	PK
	Pharmacokinetics

	PTN
	Pediatric Trials Network

	QA
	Quality Assurance

	QC
	Quality Control

	REB
	Research Ethics Board

	SAE
	Serious Adverse Event

	SAP
	Statistical Analysis Plan

	SM
	Safety Monitor

	SMC
	Safety Monitoring Committee

	SOP
	Standard Operating Procedure

	SUSAR
	Serious , Unexpected, Suspected Adverse Reaction

	Tmax
	Time to Research Maximum Concentration

	TORO
	Transfer of Regulatory Obligations

	Vd
	Volume of Distribution

	WGS
	Whole genome sequencing

	WHO
	World Health Organization



This List of Abbreviations should be expanded to include protocol-specific terms and QC’d before finalizing the protocol. 
Abbreviations that are not used in the protocol should be removed from the List of Abbreviations.



[bookmark: _Toc37151432][bookmark: _Toc178338796]PROTOCOL HISTORY OF CHANGES
The table below is intended to capture changes in IRB-approved versions of the protocol. Provide a summary of changes in the table above, including the section number, description of the change, and brief rationale for significant changes.
	Version
	Date
	Summary of Changes

	v1.0
	DDMMMYYYY
	N/A Original protocol

	v2.0
	DDMMMYYYY
	Added maximum voided volume collected from bladder diary as the primary efficacy endpoint in Section XX.
Removed urine sample collection for biomarkers from Baseline visit in Section XX.
Updated statistical considerations to account for new primary efficacy endpoint information including expanded sample size considerations in Section XX. 

	
	
	






[bookmark: _Toc485317894][bookmark: _Toc489292345][bookmark: _Toc37151433][bookmark: _Toc178338797]PROTOCOL SYNOPSIS
	Protocol Title:
	Cross check with the cover page, use term ‘Safety Profile’ if not powered for full safety assessment.

	Phase:
	Select 1: N/A, Other, Early Phase 1, Phase 1, Phase 1/2, Phase 2, Phase 2/3, Phase 3, Phase 4
Definition: For a clinical trial of a drug product (including a biological product), the numerical phase of such clinical trial, consistent with terminology in 21 CFR 312.21 and in 21 CFR 312.85 for phase 4 studies. 
N/A or Other: For trials that do not match the phase criteria (for example, studies of devices or behavioral interventions), omit the phase number and provide a short description (e.g., “Prospective PK and Safety Study”). 
Early Phase 1 (Formerly listed as "Phase 0"): Exploratory trials, involving very limited human exposure, with no therapeutic or diagnostic intent (e.g., screening studies, microdose studies). See FDA guidance on exploratory IND studies for more information. 
Phase 1: Includes initial studies to determine the metabolism and pharmacologic actions of drugs in humans, the side effects associated with increasing doses, and to gain early evidence of effectiveness; may include healthy participants and/or patients. 
Phase 1/2: Trials that are a combination of phases 1 and 2. 
Phase 2: Includes controlled clinical studies conducted to evaluate the effectiveness of the drug for a particular indication or indications in participants with the disease or condition under study and to determine the common short-term side effects and risks. 
Phase 2/3: Trials that are a combination of phases 2 and 3. 
Phase 3: Includes trials conducted after preliminary evidence suggesting effectiveness of the drug has been obtained. Intended to gather additional information to evaluate the overall benefit-risk relationship of the drug. 
Phase 4: Studies of FDA-approved drugs to delineate additional information including the drug's risks, benefits, and optimal use.

	Study Product(s) or Intervention and Formulation, as applicable:
	Include the name of the study product, formulation, or intervention.

	Objectives:
	Primary:
1. Characterize the pharmacokinetics (PK) of XXXX
Secondary:
1. Describe the safety of XXX
Exploratory:
2. Characterize Events of Special Interest (ESI) associated with XXX

	Study Design:
	Include intervention type (prospective or retrospective), multicenter/single site, open-label or blinded, randomized or not, etc. 
Prospective, multi-center, open-label, PK, and safety profile study
or
Retrospective: data collected based on set participant characteristics, typically operates under a waiver of consent

	Study Population:
	Children aged X to X with studied indication

	Inclusion Criteria:
	1.	2 to <17 years of age at the time of enrollment
2.	Clinical indication for diuretic therapy for edema secondary to cardiac, renal, or hepatic disease
3.	Require treatment with IV bumetanide per their treating provider within the range of doses previously studied in children: 0.05 to 0.2 mg/kg/dose every 6 to 24 hours with a maximum daily dose of 10 mg

	Exclusion Criteria:
	1.	Received bumetanide within 24 hours before first study dose
2.	Exposure to any other diuretic agent within 6 hours before the first study dose
3.	History of allergic reaction or intolerance to bumetanide and/or sulfonamides

	Number of Participants:
	Approximately XXX (~X in Cohort 1, ~y Cohort 2)

	Number of Sites:
	Approximately X sites

	Duration of Participant Participation:
	Up to xxx days from date of X e.g., consent (this should include screening, treatment phase, post-treatment/follow-up phase, phone calls, specify if follow-up is required or suggested) with a +/- window

	Duration of Study Intervention: 
	Include details on the study intervention duration. If applicable, include a summary on the dose schedule and dose duration. 
 
If standard of care (SOC), dosing, including frequency and duration, will be administered per SOC at the discretion of the clinical provider.

	Planned Duration of the 
Proposed Investigation:
	Should be at least 6 months before the intended TO end date, consider any plans for long-term follow-up, for which if participants are enrolled past a date, they would not be able to satisfy all follow-up criteria.

	Biospecimen(s) and Retention: (only if relevant; if not, delete this row)
	The following biospecimens will be collected for study enrollment:

	
	Specimen Type
	Collection
	Purpose
	Retention or Destruction at Study End

	
	
	
	
	

	
	
	
	
	




[bookmark: _Toc37151434][bookmark: _Toc178338798]SCHEMATIC/DESCRIPTION OF STUDY DESIGN
[bookmark: _Hlk178339010]Note to protocol writers: Please provide an editable source material, e.g., a separate PowerPoint slide or Visio, such that future updates can be made/updated throughout the protocol lifecycle. Ok to insert the image here, but provide the source too. Also, figures should be 6.5” if portrait orientation and 9” if landscape. 

Example:
[image: Example of screening, PK and safety and long-term outcomes chart through age 24 months.]
 * Optional[image: Study design chart from screening, study day -60 through part 1 pk and safety up to infant aged 180 days, to part 2 safety and long-term oucomes to infant age 24 months. ]






Assigned study code 		Version X.X
Add IND/IDE Number	DDMMMYYYY
	


[bookmark: _Toc42588958][bookmark: _Toc53202799][bookmark: _Toc485317895][bookmark: _Toc489292346][bookmark: _Toc178338799][bookmark: _Hlk37085883]KEY ROLES  
	[bookmark: _Toc485317896][bookmark: _Toc489292347][bookmark: _Toc42588959][bookmark: _Toc53202800]Principal Investigator
Name, degree
Title
Institution
Address
Phone: Phone number
Fax: Fax number 
Email: Email 
IND Sponsor (if same as PI, add IND Sponsor to title above, remove this)
Name, degree
Title
Institution
Address
Phone: Phone number
Fax: Fax number
Email: Email 
Protocol Chair (if applicable)
Name, degree
Title
Institution
Address
Phone: Phone number
Fax: Fax number 
Email: Email 
	Data Coordinating Center (DCC)

	
	Institution
Address
Phone: Phone number
Fax: Fax number
Principal Investigator: 
Name, degrees
Phone: Phone number
Email: Email

Afterhours Hotline: Phone number

Project Leader: (add more if applicable)
Name, degrees 
Phone: Phone number
Email: Email 

	
	DCC Study Team Email
Email

CCC Study Email
Email 

	
	Medical Monitor
Name, degrees
Phone: Phone number
Email: Email

	Contract Officer Technical Representative 

	COTR
Name, degree
Title
Address
Phone: Phone number
Email: Email
	DCC COTR 
Name, degree
Title
Address
Phone: Phone number 
Email: Email

	When this protocol refers to the investigator or sponsor, implied are their designees – entities entrusted with specific duties and responsibilities, acting on behalf of the investigator or sponsor when necessary. The investigator’s delegate will be a clinician licensed to make a diagnosis when necessary.



[bookmark: _Toc178338800]BACKGROUND INFORMATION AND SCIENTIFIC RATIONALE 
[bookmark: _Toc42588960][bookmark: _Toc53202801][bookmark: _Toc485317897][bookmark: _Toc489292348][bookmark: _Toc37151435][bookmark: _Toc178338801][bookmark: _Toc42588961][bookmark: _Toc53202802]Background Information 
Section 409I of the Public Health Service Act, also known as The Best Pharmaceuticals for Children Act (BPCA) mandates the National Institutes of Health (NIH) to prioritize therapeutic areas in critical need for pediatric labeling; to sponsor pediatric clinical trials; and to submit these data to the U.S. Food and Drug Administration (FDA) for consideration for labeling changes. This study will be conducted in accordance with Section 409I of the Public Health Service Act; as such, the results from this research may be submitted to the FDA for review and use in negotiated labeling changes. This research study is contractually supported by the Eunice Kennedy Shriver National Institute of Child Health and Human Development (NICHD). The NICHD awarded a contract to Duke University (Durham, NC), which established a Pediatric Trials Network (PTN) Clinical Coordinating Center through its Duke Clinical Research Institute (DCRI) to facilitate trial design for studies supported by the NIH. The NICHD awarded a separate contract to institution to serve as the Data Coordinating Center (DCC).
See ICH E6(R2) GCP, Section 6.2 (https://www.fda.gov/files/drugs/published/E6%28R2%29-Good-Clinical-Practice--Integrated-Addendum-to-ICH-E6%28R1%29.pdf)
[bookmark: _Toc37151436][bookmark: _Toc178338802]Background of the disease/condition under study
Include background information about the disease/condition, including biomarkers for disease, gaps in knowledge and current treatment options, information about the study drug(s) including current clinical use, associated Adverse Events (if drug is given standard of care, for intervention studies, this information is contained within Risks), mechanism of action, PK in different populations, known efficacy and safety information about the study drug in the population under study and other populations where the study drug(s) may already be approved.
Add sub-sections as needed (e.g., biomarkers).
[bookmark: _Toc178338803]Pediatric Labeling of Study Intervention  	
Describe the current labeled indications of study intervention, gaps in pediatric labeling that this study addresses, and the impact of those gaps on clinical care and public health.
[bookmark: _Toc485317898][bookmark: _Toc489292349][bookmark: _Toc37151438][bookmark: _Toc178338804]Scientific Rationale 
[bookmark: _Toc489305514][bookmark: _Toc489305660][bookmark: _Toc485317899][bookmark: _Toc489292350]Include the purpose of the study.
Dosing for (study drug) in children with (clinical condition) may vary from other children due to altered pharmacokinetics (PK) associated with (clinical condition). Population-specific PK studies are needed to identify the optimal dose of (study drug) in this population.
[bookmark: _Toc37151439][bookmark: _Toc178338805]Potential Benefits
[bookmark: _Toc485317900][bookmark: _Toc489292351][bookmark: _Hlk65857849]Benefits to the study participants are unknown. It is hoped that by sharing the study data and specimens (e.g., via NIH Biorepositories), children in the future may benefit.
[bookmark: _Toc37151440][bookmark: _Toc178338806]Known Potential Risks
[bookmark: _Hlk169250267]Delete any subsections that are not applicable. 
Biological specimens will not be collected if the Site PI determines that collecting them may be harmful to the participant.
Any condition which would make the participant, in the opinion of the Site PI, unsuitable for the study, will preclude the participant from being enrolled into this study.
Example language for studies with standard of care drug administration: 
Since the prescribing of drugs to children is not part of this protocol, the study risks are limited to study procedures, i.e., blood specimen collection, and do not include risk of drug administration. 
Include risks and side effects of drug/biologic/device if drug administration is protocol driven.
[bookmark: _Toc178338807]Risks of Blood Drawing
The participant may feel discomfort during the blood draw. The needle entering the skin may cause bruising, swelling, or bleeding. The participant may also feel dizzy or light-headed when blood is drawn. Every effort will be made to avoid non-standard-of-care draws/sticks for this study and to time clinical blood draws with timed study specimens using existing indwelling lines when possible.
The total participant blood volume drawn will not exceed the maximum blood volume allowed for the study period (see Section 6.13).
Include the increased risk of anemia due to frequent blood sampling, if this population is already at high risk for anemia.
[bookmark: _Toc178338808][bookmark: _Toc37151442]Risks of Cerebrospinal Fluid (CSF) Collection 	
Removal of CSF may increase the risk of headache, discomfort or pain during the procedure, bleeding into the spinal cord, nerve damage, or infection. 
[bookmark: _Toc178338809][bookmark: _Toc37151443]Risks of Urine Collection 	
Only include the statement below if urine is collected with a catheter.
Potential risks of urine collection with a catheter include pain during the catheterization procedure and infection due to the catheter.
[bookmark: _Toc178338810][bookmark: _Toc37151444]Embarrassment or discomfort with survey questions 	
All participants and parents/guardians will be informed that they can decline to answer any question that makes them uncomfortable without consequence. They will also be reminded that all of their responses are confidential. 
[bookmark: _Toc178338811][bookmark: _Toc37151445]Risks of Pharmacogenetic Testing 	
Test results will be kept confidential, but complete confidentiality cannot be guaranteed. Because some genetic conditions are very rare, it may be possible to identify the participant who gave the specimen based on the test results.
[bookmark: _Toc37143389][bookmark: _Toc37144410][bookmark: _Toc37144585][bookmark: _Toc37144726][bookmark: _Toc37143390][bookmark: _Toc37144411][bookmark: _Toc37144586][bookmark: _Toc37144727][bookmark: _Toc178338812][bookmark: _Toc37151446]Risks of Whole Genome Sequencing (WGS) 	 
Because it may be possible to re-identify de-identified genomic data collected for WGS, even if access to data is controlled and data security standards are met, confidentiality cannot be guaranteed and re-identified data could potentially be used to discriminate against or stigmatize participants, their families, or groups. In addition, unknown risks may follow computational methods, analytic technologies, or techniques (e.g., generation of information that could allow participants’ identities to be readily ascertained).
[bookmark: _Toc178338813]Potential Risk of Loss of Confidentiality
Loss of confidentiality is a potential risk. Every effort will be made to protect the participant’s confidential medical information, but this cannot be guaranteed. 
[bookmark: _Toc178338814][bookmark: _Toc37151447][bookmark: _Hlk514687941]Pregnancy Risks
Please refer to study product information to provide study product-specific pregnancy risks.
The study product has not been tested in pregnant women and therefore the risks to pregnant women and the unborn fetus are unknown.
OR
The study product label includes information regarding safety in pregnant women. [Refer to IB or Package Insert and include detailed risks for pregnant women]
[bookmark: _Toc178338815]Unforeseen Risks
Unforeseen risks of this research to the participant are possible. 
[bookmark: _Toc314036777][bookmark: _Ref512509815][bookmark: _Toc178338816]OBJECTIVES AND OUTCOME MEASURES
This table should be completed in the first draft version; objectives, outcome measures, and endpoints must be consistent throughout the protocol. Additionally, when writing objectives and endpoints, it is imperative to consider the reporting of results requirement for clinicaltrials.gov. All primary and secondary outcome measures are REQUIRED to be reported to clinicaltrials.gov within one year of collection of the last relevant data point. Tertiary and exploratory outcomes are not required to be reported to clinicaltrials.gov. 
	
	Objectives 

	[bookmark: _Toc37153114]Outcome Measure 
Description of the metric/tool used to characterize the specific Objective, if not included in the outcome measure title.

	[bookmark: _Toc37153115]Endpoint
Data output and time point(s) at which the measurement is assessed for the specific metric used. The description of the time point(s) of assessment must be specific to the outcome measure and is generally the specific duration of time over which each participant is assessed (not the overall duration of the study).

	[bookmark: _Toc37153117][bookmark: _Hlk525219191]Primary
"Primary Objective" means the objective of greatest importance specified in the protocol, usually the one(s) used in the power calculation. Most clinical studies have one primary objective, but a clinical study may have more than one.
	Describe the safety profile
	· AEs, SAEs, SESIs
	Number of AEs, SAEs, and SESIs from baseline through the end of study

	[bookmark: _Toc37153119][bookmark: _Hlk525219204]Secondary
"Secondary Objectives" are objectives of interest that provide important study data, but are not used to power the study, they are part of a pre-specified analysis plan for evaluating the intervention or interventions under investigation in a clinical study. A clinical study may have more than one secondary objective.
	Characterize the PK parameters of [study drug]
	· Plasma concentrations of drugs of interest (DOIs) will be measured using a validated bioanalytical assay. The following are PK parameters:
· Clearance (CL) or apparent oral clearance (CL/F)
· Volume of distribution (V) or apparent oral volume of distribution (V/F)
· Elimination rate constant (ke)
· Half-life (t1/2)
· Absorption rate constant (ka)
· AUC
· Maximum concentration (Cmax, and 
· Time to achieve maximum concentration (Tmax
	

	[bookmark: _Toc37153121][bookmark: _Hlk525219229]Exploratory
“Exploratory Objectives” are any other measurements, excluding post-hoc measures, that will be used to evaluate the intervention(s).
	
	· Biomarkers and pharmacodynamic endpoints during PK sampling windows
· Pharmacogenetics and metabolic and proteins profiles 
· AEs related to study procedures
· All serious adverse events (SAEs) and serious, unexpected, suspected adverse reactions (SUSARS) during DOI administration
· Safety Events of Special Interest (SESIs) as defined in the DOI specific appendices, including short-term safety assessments for all participants 
	





[bookmark: _Toc485317901][bookmark: _Toc489292352][bookmark: _Toc178338817]STUDY DESIGN
[bookmark: _Toc37151455][bookmark: _Toc178338818]Study Design
Describe the overall study design. Include study-specific information here. 
[bookmark: _Toc178338819][bookmark: _Toc37151456]Randomization/Study Intervention Assignment Procedures  	
[bookmark: _Toc37151457]Describe the overall study design.
[bookmark: _Toc178338820]Masking 	
[bookmark: _Toc37151458]Describe the overall study design.
[bookmark: _Toc178338821]Study Product or Intervention
Or state for a SOC non-intervention that no drug is prescribed or administered under this protocol. 
[bookmark: _Toc178338822]Rationale for Dose Selection
[bookmark: _Toc37151459]Describe the overall study design.
[bookmark: _Toc178338823]Duration of Participant Participation per DOI (if multiple-drug study) 
Include +/- windows and include the start point, e.g., time of consent.
[bookmark: _Toc178338824][bookmark: _Toc37151460]Biological Specimen Collection  
Delete section if not applicable.
Include any specimens collected for DNA extraction, immune analysis, biomarker analysis, whole genome sequencing, etc., or future use 	
[bookmark: _Toc178338825][bookmark: _Toc37151461]Biological Specimen Retention Plan 	
Delete section if not applicable. 
[bookmark: _Toc178338826][bookmark: _Toc37151462]DOI-Specific Specimen Testing	
This section should explain DOI-specific tests (e.g., genetic/pharmacogenomics, biomarker) that will be performed on biological specimens that are collected. The following text should be included if any exploratory analysis will occur using DOI-specific testing: Additional testing may be done, per exploratory objectives.
[bookmark: _Toc178338827][bookmark: _Toc37151464]Events of Special Interest
Delete section if not applicable.
Include any events of interest in the study population or related to the drug (include adjudication and/or central review process, if applicable). 
Events of Special Interest (ESIs) that are specifically related to safety are referred to as safety ESIs. All other ESIs that are collected as part of this study are not considered safety ESIs and are referred to as ESIs.
[bookmark: _Toc178338828]Safety ESIs 

[bookmark: _Toc21526429][bookmark: _Toc21527443][bookmark: _Toc23420570][bookmark: _Toc37151465][bookmark: _Toc178338829]Scientific Rationale for Study Design

[bookmark: _Toc21526431][bookmark: _Toc21527445][bookmark: _Toc23420572][bookmark: _Toc37151467][bookmark: _Toc178338830]Study Definition of Enrollment
[bookmark: _Toc178338831]Study Definition of Enrollment into Active Study
Study enrollment is defined as participant has provided informed consent and received first dose of study drug/investigational product or intervention.
[bookmark: _Toc178338832]Screen Failures
Participants who provide informed consent but were [not enrolled or not randomized] into the active study phase are considered screen failures and will be recorded in the Screen Failures area of the data system.
[bookmark: _Toc21526432][bookmark: _Toc21527446][bookmark: _Toc23420573][bookmark: _Toc37151468][bookmark: _Toc178338833]Study Definition of Completion
[bookmark: _Toc178338834]Participant Completion*
A participant will be considered complete if they have received at least 1 dose of study drug and have been followed for safety through the last follow-up visit.
[bookmark: _Toc178338835]Study Completion 
The study will be considered complete when all participants have completed the final visit and all required study assessments and follow-up.
*Participants not satisfying the above criteria for study completion will be reported as early terminators in the data system.
[bookmark: _Toc78266664][bookmark: _Toc78266724][bookmark: _Toc78266821][bookmark: _Toc78275150][bookmark: _Toc78275204][bookmark: _Toc78275670][bookmark: _Toc78266670][bookmark: _Toc78266730][bookmark: _Toc78266827][bookmark: _Toc78275156][bookmark: _Toc78275210][bookmark: _Toc78275676][bookmark: _Toc78266673][bookmark: _Toc78266733][bookmark: _Toc78266830][bookmark: _Toc78275159][bookmark: _Toc78275213][bookmark: _Toc78275679][bookmark: _Toc78266675][bookmark: _Toc78266735][bookmark: _Toc78266832][bookmark: _Toc78275161][bookmark: _Toc78275215][bookmark: _Toc78275681][bookmark: _Toc42588966][bookmark: _Toc53202807][bookmark: _Toc485317902][bookmark: _Toc489292353][bookmark: _Toc178338836]STUDY POPULATION
[bookmark: _Toc485317903][bookmark: _Toc489292354][bookmark: _Toc37151469][bookmark: _Toc178338837]Selection of the Study Population/Sample Size
Approximately X participants will be targeted for enrollment into...
[bookmark: _Toc489292355][bookmark: _Ref80343391][bookmark: _Toc178338838][bookmark: _Toc37151470]Inclusion/Exclusion Criteria 
	Inclusion Criteria
	1. 
2. 

	Exclusion Criteria
	1. 
2. 


[bookmark: _Toc488241204][bookmark: _Toc488241205][bookmark: _Toc489305522][bookmark: _Toc489305668][bookmark: _Toc489305523][bookmark: _Toc489305669][bookmark: _Toc485317905][bookmark: _Toc485317906][bookmark: _Toc489292357][bookmark: _Toc42588970][bookmark: _Toc53202811]Throughout this protocol, the term parent could refer to a biological parent or the legal guardian of a minor participant. It could also refer to the biological parent or previous legal guardian of an adult participant (only applicable when minor participants become the age of a legal adult).
[bookmark: _Toc21526440][bookmark: _Toc21527454][bookmark: _Toc23420581][bookmark: _Toc37151475][bookmark: _Toc178338839]Participant Discontinuation/Withdrawal
[bookmark: _Toc37151476][bookmark: _Toc178338840]Participant/Parent/Legal Guardian/LAR Decides to Withdraw Consent
Participants or their parent/legal guardian/LAR may voluntarily withdraw consent to participate in the study at any time. They are not obligated to state the reason for withdrawal. The reasons for withdrawal, or failure to provide a reason, must be documented by the Site PI. No additional study procedures or data will be collected after consent has been withdrawn; however, all data and specimens collected up to the point of consent withdrawal will be maintained. 
If minor participants do not wish to remain in the study, they will be withdrawn even if the parent or guardian of the minor participant has not withdrawn consent.
[bookmark: _Toc37151477][bookmark: _Ref80347920][bookmark: _Toc178338841]Participant/Parent/Legal Guardian/LAR Decides to Withdraw from Study Intervention/Product
Participants or their parent/legal guardian/LAR may choose to withdraw from receiving the study intervention/product for any reason but continue to be followed for safety assessments. They are not obligated to state the reason for withdrawal. The reasons for withdrawal from study intervention, or failure to provide a reason, must be documented by the Site PI. 
If the study drug is discontinued, participants must be followed for safety and X (specify procedures) until at least X (e.g., 30) days after the last study dose or until discharge/transfer. 
State any procedures or assessments that should be done if the participant withdraws from receiving additional study intervention/product but agrees to follow-up.
[bookmark: _Toc37151478][bookmark: _Ref80347923][bookmark: _Toc178338842]Study Investigator/Sponsor Decides to Withdraw Participant
The PI, Site PI, or IND/IDE Sponsor may decide to take the participant out of this study without consent if:
1. The participant’s condition changes or a safety event occurs while on study and the study is no longer in their best interest.
The participant/parent/legal guardian/LAR is non-compliant with the study protocol.
The entire study is stopped by the FDA, the sponsor, or other applicable party.
Add additional study-specific withdrawal criteria, as needed.
Participants who are discontinued from the study drug due to an AE, whether serious or non-serious, must be followed by the Site PI until the AE is resolved or considered stable. The independent medical monitor (MM) or Site PI must be notified if the AE may relate to an overdose of study treatment. The package insert should be consulted for details of any specific actions to be taken.
If any of the above occurs, the participant/parent/legal guardian/LAR will be informed of the withdrawal, and the Site PI will discuss other options. If the reason for withdrawal is pregnancy, follow local reporting guidelines. 
[bookmark: _Toc17712695][bookmark: _Toc23420586][bookmark: _Toc37151480][bookmark: _Toc178338843]Replacements
In cases of early withdrawal from the study, study dosing, or procedures, (e.g., defined as, a participant who has had <X specimens obtained….), a replacement participant may be enrolled.
[bookmark: _Toc485317907][bookmark: _Toc489292358][bookmark: _Toc178338844]STUDY PROCEDURES
[bookmark: _Toc485317908][bookmark: _Toc489292359][bookmark: _Toc37151481][bookmark: _Toc178338845]Summary of Procedures
This table must be carefully reviewed in all iterations and cross-checked to all text to ensure consistent information. Subsections titles and content below should match the columns present in the Schedule of Study Procedures and Assessments. Any subsections that are not required should be deleted.
[bookmark: _Toc178338954]Table 1. Schedule of Study Procedures and Assessments
	
	Screening
	Enrollment/
Baseline
	Study Intervention
	Follow-up
	Final Study Visit
	Unscheduled Visit
	Early Withdrawal

	PROCEDURE
	
	Day 0
	Day 1–X
	Week X
	
	
	

	Informed consent/assent
	X
	
	
	
	
	
	

	Demographics
	
	X
	
	
	
	
	

	Physical examination
	X
	X
	
	
	
	
	

	Medical history
	X
	X
	
	
	
	
	

	Biological specimen collection[footnoteRef:2]/retrieval[footnoteRef:3] [2:  Sample collection refers to non-scavenged (fresh) specimens.]  [3:  Retrieval refers to scavenged (leftover) specimens, e.g., standard-of-care blood that may have been drawn from the participant prior to obtaining informed consent/assent. Informed consent/assent must be obtained before retrieving scavenged (leftover) specimens.] 

	
	X
	X
	X
	
	
	

	Laboratory evaluation
(see Section x.x)
	X
	X
	X
	X
	
	
	

	Efficacy assessment
	
	X
	X
	X
	
	
	

	Concomitant medications
	
	X
	X
	X
	
	
	X

	Study drug administration/ Drug-of-interest data (including DOI indication)
	
	
	X
	
	
	
	

	Study-specific screenings/images/ assessments (separate into different line items)
	X
	
	
	
	
	
	

	Safety assessments
	
	
	X
	X
	
	
	X

	Events of special interest
	
	
	X
	X
	
	
	X


Add footnotes here as needed (be sure to closely QC all footnotes). To ensure correct numbering, insert Footnotes by placing the cursor at the desired location and selecting Insert Footnote in the References tab. When I Footnote is used in another location, the Footnote can be inserted as a cross-reference (References  Cross-reference  select Footnotes from drop-down menu in pop-up  Insert). Also, add a column (e.g., Early Withdrawal) to the table as needed.
[bookmark: _Toc388435064][bookmark: _Toc428266030][bookmark: _Toc485317909][bookmark: _Toc489292360][bookmark: _Toc37151482][bookmark: _Toc178338846]Screening
[bookmark: _Toc388435065][bookmark: _Toc428266031][bookmark: _Toc485317910][bookmark: _Toc489292361]The Site PI will screen participants in accordance with the eligibility criteria detailed previously (Section 5.2). The Site PI will not exercise selectivity to prevent bias. 
[bookmark: _Toc314036796][bookmark: _Toc37151483][bookmark: _Toc178338847]Enrollment/Baseline (Day X to Y)
Research staff will document applicable informed consent from the participant/parent/legal guardian/LAR (and assent, if applicable). Participant eligibility must be confirmed, or re-confirmed, and documented in the source records by the Site PI, prior to the conduct of any study procedures. 
[bookmark: _Toc178338848][bookmark: _Toc37151484]Study Intervention (Day X to Y) 	

[bookmark: _Toc178338849][bookmark: _Toc37151485]Follow-Up (Day X to Y) 	

[bookmark: _Toc178338850][bookmark: _Toc37151486]Final Study Visit 	

[bookmark: _Toc178338851][bookmark: _Toc37151487]Early Study Withdrawal Visit 	

[bookmark: _Toc178338852][bookmark: _Toc37151488]Unscheduled Visit 	

[bookmark: _Toc178338853][bookmark: _Toc37151489]Prior and Concomitant Medications of Interest  
Prior and concomitant medications of interest (see Table X) will be recorded if administered during the Screening Period (Day -7 to 0) or during the PK Sampling period according to the schedule of study procedures and assessments (see Table X). The date, time, route, and dose of all concomitant medications of interest will be recorded.
[bookmark: _Toc178338854]Clinical Laboratory Evaluations 	
The following hematologic values will be collected: hematocrit, white blood cell (WBC) count, platelet count, and differential. The following serum chemistry values will be collected: blood urea nitrogen (BUN), serum creatinine, potassium, sodium, aspartate aminotransferase (AST), alanine aminotransferase (ALT), total bilirubin, and albumin. Define what will or will not be required if NOT obtained via SOC and if not collected within X +/- timeframe of [specify event, i.e., enrollment, dosing, last visit] what will be a protocol deviation.
For multicenter studies, PTN will provide a table of study defined results (a.k.a. Toxicity Tables) for AE query/reporting. All laboratory values required for collection (not per SOC) for the study MUST be included in the Toxicity Tables. Values that do not meet the values listed in the Toxicity Tables will be considered “normal/non-clinically significant” for this study /population. Site staff DO NOT need to document clinical significance of laboratory result values flagged by clinical laboratory unless they are also flagged programmatically for consideration of clinical significance based on toxicity tables.

[bookmark: _Toc178338855]Study-Specific Procedures
This would describe the study-specific screening, images, and procedures as required per protocol specifics and listed in the procedures table, e.g., respiratory assessments, neurological assessments, 36-week PMA assessments, etc. 
[bookmark: _Toc178338856]Microbiological Determinations 
Results for all microbiological cultures obtained from sterile body fluids (blood, CSF, urine obtained by catheterization or supra-pubic tap, peritoneal fluid) will be collected. Define what will or will not be required if NOT obtained via SOC and what will be considered a protocol deviation if not collected within X +/- timeframe of (specify the event, i.e., enrollment, dosing, last visit). 
For multicenter studies, PTN will provide a table of study-defined results (a.k.a. toxicity tables) for AE query/reporting. All laboratory values required for collection (not per SOC) for the study MUST be included in the Toxicity Tables. Values that do not meet the values listed in the Toxicity Tables will be considered “normal/non-clinically significant” for this study /population. Site staff DO NOT need to document the clinical significance of laboratory result values flagged by the clinical laboratory unless they are also flagged programmatically for consideration of clinical significance based on toxicity tables.
[bookmark: _Toc178338857]Specimen Collection for Study-Specific Tests 	
Sites will follow institutional guidelines about research sample volumes. See the MOP for more details.
[bookmark: _Toc21526456][bookmark: _Toc21527470][bookmark: _Toc23420597][bookmark: _Toc178338858][bookmark: _Toc37151490][bookmark: _Toc510101857][bookmark: _Toc529865361][bookmark: _Toc21526457][bookmark: _Toc21527471][bookmark: _Toc23420598]Pharmacokinetic Tests 	
Blood [list any other matrix if applicable] specimens will be collected for plasma concentration determinations of (study drug) per the schedule in Table X. For IV formulations, specimens collected for pharmacokinetic tests, must be drawn after the completion of IV drug administration and flush. See the MOP for more details. As a standard practice, specimens collected for this purpose should be collected when blood is already being collected as part of the SOC draw.
[bookmark: _Toc178338859][bookmark: _Toc37151491]PK Sampling Schedule 	
A maximum of X blood [list any other matrix if applicable] specimens for PK analysis may be obtained per participant. 
Include a table for Biomarker Sampling Schedule, if applicable.
[bookmark: _Toc178338955]Table 2. PK Sampling Schedule
	PK Timepoint Specimen Number
	Sampling Window

	1
	0 – 15 minutes after first dose

	2
	15 minutes – 1 hour after first dose

	3
	2 – 5 hours after first dose

	4
	5.5 – 8 hours after first dose

	5
	8.5 – 11 hours after first dose

	6
	0 – 15 minutes after day 5-7 dosing

	7
	15 minutes – 1 hour after day 5-7 dosing

	8
	2 – 5 hours after day 5-7 dosing

	9
	5.5 – 8 hours after day 5-7 dosing

	10
	8.5 – 11 hours after day 5-7 dosing

	11
	12 – 15 hours after the last dose**

	12
	18 – 24 hours after the last dose

	13
	36 – 48 hours after the last dose


**Add footnotes as needed 
[bookmark: _Toc66101471][bookmark: _Toc66101472][bookmark: _Toc66101473][bookmark: _Toc66101474][bookmark: _Toc66101475][bookmark: _Toc66101476][bookmark: _Toc66101477][bookmark: _Toc178338860][bookmark: _Toc37151494][bookmark: _Toc388259882][bookmark: _Toc388344788][bookmark: _Toc485317913][bookmark: _Toc489292364]Biomarker Specimens 	
Blood samples will be collected for serum concentration determinations of [insert biomarkers to be tested].
As a standard practice, specimens collected for this purpose should be collected when blood is already being collected as part of a SOC draw or during a study-specific PK collection. Because the collection time for these biomarker specimens is not critical, participants should not receive an extra venipuncture for this purpose. Required blood draws should be taken per the protocol, by either an extra venipuncture or SOC, though SOC is preferred. 
[bookmark: _Toc178338861][bookmark: _Toc37151495]Pharmacogenetic Tests 
Special assays or study specific procedures for pharmacogenetic testing and rationale should be included. May refer to MOP for more detailed information (e.g., what type of tubes to use, how to store the specimen).
Specimens collected for pharmacogenetic tests should be collected when blood is already being collected as part of the SOC draw or during a study-specific PK collection. As the time of collection for these types of specimens is not critical, participants should not receive an extra venipuncture for this purpose. 
After obtaining proper consent, one whole blood specimen will be obtained during the study. A code number will identify the specimen. A targeted genetic testing approach evaluating genetic polymorphisms of cytochrome XXX enzymes potentially involved with XXX metabolism will be conducted. Caregivers of participants will not be informed of genetic results. 
[bookmark: _Toc178338862]Whole Genome Sequencing (WGS)  
Whole genome sequencing (WGS) will not be conducted as part of this protocol.
Or…
Whole genome sequencing has been used as a mechanism to understand interindividual phenotypic variability and correlate those findings with genetic variants. These data may help to determine how patients with certain genetic variants may be more susceptible or have a more severe response and outcomes.
[bookmark: _Toc178338863]Maximum Blood Volumes
During any X-day study period: The maximum volume of fresh/non-scavenged whole blood to be collected per participant is X mL. A maximum of X blood (fresh or scavenged) samples of 0.X mL each will be obtained).
[bookmark: _Toc178338864]Minimum Sample Volume
· PK (applicable to all DOI cohort participants): X µL whole blood to yield at least X µL plasma 
· Effluent (paired PK sample for Continuous Renal Replacement Therapy (CRRT) DOIs only): At least X µL 
· Biomarkers: XµL whole blood to yield at least X uL of plasma
· Pharmacogenetic tests: X µL whole blood (or cellular pellet) sample 
· Whole genome sequencing: X µL whole blood (or cellular pellet) sample
Insert any diagrams of dosing/optimal sampling Intervals, specify sample collection for various types of dosing, IM, Sub-Q, IV, continuous infusions, bolus doses, etc.
[bookmark: _Toc37143441][bookmark: _Toc37144462][bookmark: _Toc37144637][bookmark: _Toc37144778][bookmark: _Toc489305533][bookmark: _Toc489305679][bookmark: _Toc485317914][bookmark: _Toc489292365][bookmark: _Toc388259885][bookmark: _Toc388344791][bookmark: _Toc37151496][bookmark: _Toc178338865]Study-Specific Specimen Preparation, Handling, Storage, and Shipping
Biological samples collected for this research will be labeled only with a unique accession number (via study-provided barcode label) without protected health information (PHI) that can directly identify the study participant. These samples will be sent to the laboratory for analysis (i.e., drug concentration measurements, biomarker profiling, or genotyping). Once samples are analyzed, data will be sent to the DCC and entered into the study records. After all study-related testing is complete, any remaining samples will be shipped to an NIH-designated biorepository for future unspecified use, unless prohibited by local ethics committee or regulatory agencies. 
Biological samples collected for WGS will be collected and sent directly to an NIH-designated biorepository.
[bookmark: _Toc314036807]Refer to the MOP for instructions for the collection, labeling, preparation, handling, and storage of specimens. Supply general information here, if applicable, and detailed information in the MOP.

[bookmark: _Toc66101481][bookmark: _Toc66101482][bookmark: _Toc536785206][bookmark: _Toc178338866]STUDY PRODUCT (OR INTERVENTION) DESCRIPTION
Delete any subsections that are not applicable.
[bookmark: _Toc66101484][bookmark: _Toc66101485][bookmark: _Toc66101486][bookmark: _Toc37143443][bookmark: _Toc37144464][bookmark: _Toc37144639][bookmark: _Toc37144780][bookmark: _Toc66101487][bookmark: _Toc66101488][bookmark: _Toc78275168][bookmark: _Toc78275222][bookmark: _Toc78275688][bookmark: _Toc78275172][bookmark: _Toc78275226][bookmark: _Toc78275692][bookmark: _Toc78275173][bookmark: _Toc78275227][bookmark: _Toc78275693][bookmark: _Toc78275174][bookmark: _Toc78275228][bookmark: _Toc78275694][bookmark: _Toc78275175][bookmark: _Toc78275229][bookmark: _Toc78275695][bookmark: _Toc78275176][bookmark: _Toc78275230][bookmark: _Toc78275696][bookmark: _Toc78275177][bookmark: _Toc78275231][bookmark: _Toc78275697][bookmark: _Toc78275183][bookmark: _Toc78275237][bookmark: _Toc78275703][bookmark: _Toc78275184][bookmark: _Toc78275238][bookmark: _Toc78275704][bookmark: _Toc78266694][bookmark: _Toc78266749][bookmark: _Toc78266846][bookmark: _Toc78275189][bookmark: _Toc78275243][bookmark: _Toc78275709][bookmark: _Toc78266695][bookmark: _Toc78266750][bookmark: _Toc78266847][bookmark: _Toc78275190][bookmark: _Toc78275244][bookmark: _Toc78275710][bookmark: QuickMark][bookmark: _Ref512509486][bookmark: _Toc314036810][bookmark: _Toc21526463][bookmark: _Toc21527477][bookmark: _Toc23420604][bookmark: _Toc178338867][bookmark: _Toc37151498][bookmark: _Toc42588991][bookmark: _Toc53202844][bookmark: _Toc289070189][bookmark: _Toc485317916][bookmark: _Toc489292367][bookmark: _Toc42588996][bookmark: _Toc53202855][bookmark: _Toc289070205][bookmark: _Toc42589000][bookmark: _Toc53202857][bookmark: _Toc62541188][bookmark: _Toc62541189][bookmark: _Toc62541193]Study Product (or Intervention) Information  	
This section should include information about all study products/interventions, including the status of regulatory approval, and if a specific brand of product should be used. Refer to the MOP, Investigator’s Brochure, Package Insert, or Product Label, as necessary. 
Or for SOC studies:
Drugs of interest (DOIs) will not be administered as part of this protocol. Instead, they will be provided by local pharmacies and administered per local SOC as prescribed by the treating provider.
[bookmark: _Toc301863547][bookmark: _Toc314036812][bookmark: _Toc21526464][bookmark: _Toc21527478][bookmark: _Toc23420605][bookmark: _Toc178338868][bookmark: _Toc37151499][bookmark: _Toc289070168]Dosage and Dose Timing  	
If applicable, include a table with the dosing scheme, dose adjustment, and dose escalation information per cohort.
Or for SOC studies: 
Drug dosing will follow local SOC by the treating provider.
[bookmark: _Toc42588983][bookmark: _Toc53202831][bookmark: _Toc289070169][bookmark: _Toc314036813][bookmark: _Toc21526465][bookmark: _Toc21527479][bookmark: _Toc23420606][bookmark: _Toc178338869][bookmark: _Toc37151500]Formulation, Packaging, and Labeling 	
If applicable, include study-specific formulations/requirements here. State if a specific brand of product should be used. Refer the MOP for additional details.
Or for SOC studies:
Drug formulations on the DOI list will be prescribed and administered per local SOC by the treating provider.
[bookmark: _Toc42588984][bookmark: _Toc53202832][bookmark: _Toc289070170][bookmark: _Toc314036814][bookmark: _Toc21526466][bookmark: _Toc21527480][bookmark: _Toc23420607][bookmark: _Toc178338870][bookmark: _Toc37151501]Product Storage and Stability 	
[bookmark: _Toc289070171][bookmark: _Toc314036815]If applicable, include study specifics here. Refer to MOP for more details.
[bookmark: _Toc178338871]Preparation and Administration 	

[bookmark: _Toc178338872]Modification of Study Product (or Intervention) for a Participant
Instructions for modification of dose due to weight change, toxicity or any other potential reason should be included here. Refer the MOP for more details.
[bookmark: _Toc21526467][bookmark: _Toc21527481][bookmark: _Toc23420608][bookmark: _Toc37151502][bookmark: _Toc178338873]Placebo Information
This section should include information about a placebo. Refer the MOP, as necessary. Delete this section and all subsections if a placebo will not be used in the study. 
[bookmark: _Toc178338874]Dosage and Dose Timing  	
If applicable, include a table with the dosing scheme, dose adjustment, and dose escalation information per cohort.
[bookmark: _Toc178338875]Formulation, Packaging, and Labeling 	
If applicable, include study-specific formulations/requirements here to state if a specific brand of product should be used. Refer the MOP for additional details.
[bookmark: _Toc178338876]Product Storage and Stability 	
If applicable, include study specifics here. Refer to MOP for more details.
[bookmark: _Toc178338877]Preparation and Administration	

[bookmark: _Toc178338878]Modification of Placebo for a Participant  	
[bookmark: _Toc53202834]Instructions for modification of dose due to weight change, toxicity or any other potential reason should be included here. Refer the MOP for more details.
[bookmark: _Toc289070173][bookmark: _Toc314036817][bookmark: _Toc21526469][bookmark: _Toc21527483][bookmark: _Toc23420610][bookmark: _Toc37151504][bookmark: _Toc178338879]Accountability Procedures for the Study Product(s) (or Intervention)
This section includes a general statement for how the study intervention product(s) will be distributed, if applicable. Refer the MOP for more details.
[bookmark: _Toc178338880][bookmark: _Toc37151505]Replacement Doses 	
If the product dose is broken or unusable, the unmasked study personnel will prepare either the study product or placebo from a new vial of the appropriate product. Replacement doses may be requested by contacting the XXX. Contact information is provided in the MOP.
[bookmark: _Toc37151506][bookmark: _Toc178338881]Disposition of Study Products Upon Study Completion or Expiration
Following notification from the sponsor, upon completion of the study, or upon notice of the study products’ expiration, the study products should be disposed of at the site, pursuant to the ICH/GCP guidelines and the sites’ institutional policies.
[bookmark: _Toc313978545][bookmark: _Toc313978547][bookmark: _Toc178338882][bookmark: _Toc37151507]Study Restrictions	
Include what is allowable before/during/after the dosing period. 
No NSAIDs can be taken for 48 hours before study drug administration. 

[bookmark: _Toc178338883][bookmark: _Hlk129957882]ASSESSMENT OF SAFETY
[bookmark: _Toc42588992][bookmark: _Toc53202845][bookmark: _Toc289070190][bookmark: _Toc483235620][bookmark: _Toc485317917][bookmark: _Toc489292368][bookmark: _Toc46836855][bookmark: _Toc178338884][bookmark: _Toc483235622][bookmark: _Toc485317919][bookmark: _Toc489292370][bookmark: _Toc37151508]Specification of Safety Parameters
Studies performed under IND FDA regulations require reporting based on the definition included in 21 CFR 312.32 (a), regardless of the definition of AE used in the protocol.
Definitions: 
21CFR 312.32 Definitions: Adverse event means any untoward medical occurrence associated with the use of a drug in humans, whether or not considered drug related.
Suspected adverse reaction means any adverse event for which there is a reasonable possibility that the drug caused the adverse event. For the purposes of IND safety reporting, “reasonable possibility” means there is evidence to suggest a causal relationship between the drug and the adverse event. Suspected adverse reaction implies a lesser degree of certainty about causality than adverse reaction, which means any adverse event caused by a drug.
Unexpected adverse event or unexpected suspected adverse reaction. An adverse event or suspected adverse reaction is considered “unexpected” if it is not listed in the investigator brochure or is not listed at the specificity or severity that has been observed; or, if an investigator brochure is not required or available, is not consistent with the risk information described in the general investigational plan or elsewhere in the current application, as amended. 
Serious adverse event or serious suspected adverse reaction. An adverse event or suspected adverse reaction is considered “serious” if, in the view of either the investigator or sponsor, it results in any of the following outcomes: 
· Death, 
· a life-threatening adverse event, 
· inpatient hospitalization or prolongation of existing hospitalization, 
· a persistent or significant incapacity or substantial disruption of the ability to conduct normal life functions, 
· or a congenital anomaly/birth defect. 
Important medical events that may not result in death, be life-threatening, or require hospitalization may be considered serious when, based upon appropriate medical judgment, they may jeopardize the patient or subject and may require medical or surgical intervention to prevent one of the outcomes listed in this definition. 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
For SOC studies:
Safety will only be assessed for participants receiving a DOI. As all interventions are being administered per SOC, AE collection for this protocol will differ from the traditional collection of all AEs. For the purposes of this protocol, unless otherwise specified in the appendix, all AEs directly related to the study procedures or assessments (e.g., sample collection, blood draws, assessments) and serious, unexpected, suspected adverse reactions (SUSARs) related to DOIs will be reported in the EDC. 
Safety will also be assessed through DOI-specific Safety Events of Special Interest (ESIs), which will be solicited for certain DOIs at various intervals, up to X months following last PK sample collection. DOI-specific safety ESIs are specified in the Appendices.
For Non-SOC studies (interventional studies):
[bookmark: _Toc489292371]All AEs, SAEs, SUSARS and Safety ESIs will be collected up to end of study participation or specify the time in the protocol for each category. AEs that are related to the study intervention or procedures must be followed until they have resolved, even if it extends beyond the study participation period. 
[bookmark: _Toc66101502][bookmark: _Toc66101503][bookmark: _Toc66101504][bookmark: _Toc66101505][bookmark: _Toc313978556][bookmark: _Toc178338885][bookmark: _Toc301863575][bookmark: _Toc483235624][bookmark: _Toc485317921][bookmark: _Toc489292374][bookmark: _Toc37151511]Guidelines for Assessing Intensity 
Safety events will be assessed by the study clinician using a protocol-defined grading system. Describe the method of grading an AE for intensity/severity. For example, many toxicity tables are available for use and are adaptable to various study designs. Selection of a toxicity table or severity scale should be made in consultation with the study Medical Monitor and be documented in the MOP part 2 and/or safety monitoring plan.
The investigator/delegate (defined as a clinician licensed to make a diagnosis) should use the following definitions when assessing the intensity of an AE:
1. [bookmark: _Toc301627479][bookmark: _Toc301627735][bookmark: _Toc301628126][bookmark: _Toc301680090][bookmark: _Toc301863576][bookmark: _Toc483235625][bookmark: _Toc485317922][bookmark: _Toc489292375]Mild - Participant is aware of symptoms or has minor findings but tolerates them well, and no or minimal intervention required. 
Moderate - Participant experiences enough symptoms or findings to require intervention. 
Severe - Participant experiences symptoms or findings that require significant intervention. 

[bookmark: _Toc37151512][bookmark: _Toc178338886]Guidelines for Assessing Causality
Safety Events will have their relationship to the study intervention (drug, biologic, device) or study procedure (specimen collection) assessed with a level of specificity appropriate to the study design. The clinician’s assessment of an AE's relationship to study intervention is part of the documentation process, but it is not a factor in determining what is or is not reported in the study. Describe the method of determining the relationship of an AE to a study intervention. If there is any doubt as to whether a clinical observation is an AE, the event should be reported. Evaluation of relatedness must consider etiologies such as natural history of the underlying disease, concurrent illness, concomitant therapy, study-related procedures, accidents, and other external factors. In a clinical trial, the study intervention must always be suspect
[bookmark: _Toc53202850][bookmark: _Toc289070196][bookmark: _Toc483235626][bookmark: _Toc485317923][bookmark: _Toc489292376]The Site PI (defined as a clinician licensed to make a diagnosis) will use the following question when assessing the causality of an AE to study intervention: Is there a reasonable possibility that the intervention caused the event? Here, “reasonable possibility” means that existing evidence indicates a causal relationship between the study intervention and the AE. An affirmative answer designates the event as a SAR. 
The Site PI/delegate (defined as a clinician licensed to make a diagnosis) must document their assessment of association, intensity, and causality in the participant records promptly and submit safety reports as required by their IRB/REB/IEC. 
[bookmark: _Toc178338887]Safety Events of Special Interest (SESIs) 	 
Include content in this section if applicable. 
Definition
An Events of Special Interest (ESI) is defined as any pre-specified safety event that could be related to the drug exposure and are solicited during the study. 
A safety event of special interest (SESI) is a select safety event that could be related to the study intervention. Safety ESIs will be solicited for their occurrence (No or Yes), pertinent details (i.e., specific lab values), and assessed by the Site PI/delegate (defined as a clinician licensed to make a diagnosis) for association, intensity, and causality to provide uniform data collection of all events. Refer to Appendices or a list of SESIs may be included in this section if only one DOI is being assessed in the study. 
Discuss the duration (day x to x) for which SESI’s will be collected, and indicate how these will be solicited from the participant or extracted from medical records. 
The SESIs will have safety follow-up until resolution. During this time, data around solicited safety events (defined by the protocol appendix) will be recorded and, when appropriate and available, additional PK specimens/clinical labs/ECGs/etc. will be collected, respiratory assessments will occur, [list other assessments, as appropriate]. 
The SESIs are expected pre-specified events; they will not be reported in an expedited manner unless it meets the SUSAR definition but will be reviewed by the MM and the Data Safety Monitoring Board (DSMB) and reported to the FDA in the annual report. 
[bookmark: _Toc37151513][bookmark: _Toc178338888]Collection Period and Reporting Procedures
                           
Adverse event (AE) information will be gained from direct monitoring of the study participants as well as from clinician observation and self-reporting by the study participants or their parents/legal guardians. The Site PI/delegate (defined as a clinician licensed to make a diagnosis) must document their assessment of severity and causality in the participant records promptly and submit safety reports as required by their IRB/REB/IEC.
For SOC studies
Adverse Events (AEs) directly related to the study procedures will only be collected from participants who 1) contribute biological specimens for the study that have been collected as part of a study-specific procedure [i.e., the non-scavenged (fresh) study sample collections such as venipuncture] or 2) have had any other study specific (non-standard of care) procedure performed. 
These events will be reported at each time point when the study-specific procedure occurs and up until 1 hour after. 
Adverse Events (AEs) directly related to the study procedures will be collected and reported in the data system.
Serious Adverse Events directly related to study procedures (SAEs)/SUSARs will be collected for all participants, following the execution of informed consent through 7-days post last sample collection, and reported on the AE/SAE eCRF.
Death irrespective of causality, identified as either an unsolicited or solicited event (i.e., SESI), at any time through the end of the study will be reported on the AE/SAE eCRF.
Safety Events of Special Interest (SESIs), as defined in the specific appendices (or in Section 8.4.1), will be collected for all participants, following the execution of informed consent through 7-days post last sample collection, and assessed for intensity, causality, and association, and reported in the data system. To determine if SESIs are dose-related, additional data around solicited safety events (defined in the appendix) will be recorded.
For Non-SOC studies
Adverse Events (AEs) will be recorded from the time of the informed consent OR from the time of the first dose of study intervention until XX (e.g., 72) days following the last dose of study intervention OR through end of study participation. 
AEs that are related to the study intervention or procedures must be followed until they have resolved, even if they extend beyond the study participation period. Resolution is defined as the event condition returning to pretreatment status, stabilizing with the expectation it will remain chronic. However, the MM can determine the necessary follow-up time for related events. The date the event resolves should be documented in the EDC.
Serious Adverse Events (SAEs) will be recorded time of the informed consent OR from the time of the first dose of study intervention until xx (e.g., 30) days after the last dose of study intervention OR through end of study participation. 
All related SAEs and SESIs must be followed until they have resolved. Resolution is defined as the event condition returning to pretreatment status, stabilizing with the expectation it will remain chronic. However, the MM can determine the necessary follow-up time for related events. The date the event resolves should be documented in the EDC.
[bookmark: _Toc178338889][bookmark: _Toc43908102][bookmark: _Toc483235627][bookmark: _Toc485317924][bookmark: _Toc489292377][bookmark: _Toc37151514]Safety Event Follow-up 
For SOC Studies
AEs, SAEs, and SESIs directly related to the study intervention/procedures will be followed until they have resolved, even if the time to resolution extends beyond the study-reporting period. Resolution is defined as the return to pretreatment status or stabilization of the condition with the expectation that it will remain chronic. If the event resolves during the study or follow-up period, a resolution date should be documented in the data system. 
For Non-SOC Studies
Suspected AEs and all SAEs/SESIs ongoing at the time of the last dose of study intervention will be followed for as long as necessary to adequately evaluate the participant’s safety until the event stabilizes, or until deemed necessary by the MM. If the event resolves during the study or follow-up period, a resolution date should be documented in the data system. 
Insert a good visual timeline of the first dose/last dose and AE vs. SAE reporting windows, as appropriate.
[bookmark: _Toc178338890]Sponsor Reporting
Non-serious AEs will be reported in the data system within 7 days of identification/site awareness. 
SAEs, SUSARs, and Serious Safety ESIs [optional text as applicable to studies that do not report all SAEs] that have both a causal relationship to study intervention and that are associated with any of the criteria that define the event as an SAE, will be reported in the data system within 24 hours of identification/site awareness. 
Upon entry into the Electronic Data Capture (EDC) system, these events will generate an automatic email notification to the DCC, medical monitor, and the sponsor. 
[bookmark: _Toc178338891]IRB/REB/IEC Reporting
The Site PI/delegate (defined as a clinician licensed to make a diagnosis) must document their assessment of intensity, causality, and association in the participant records promptly and submit safety reports as required by their IRB/REB/IEC. 
[bookmark: _Toc5893578][bookmark: _Toc61652259][bookmark: _Toc178338892]Discontinuing a Participant Due to Adverse Events
Participants who experience an AE may be withdrawn at any time from the study per the Site PI’s discretion. The AE should be reported in the eCRF, and the participants’ progress should be followed until the AE is resolved or considered stable. The MM must be notified. If the AE is related to an overdose of study treatment, the package insert should be consulted for details of any specific actions to be taken.
[bookmark: _Toc178338893]Regulatory Reporting 
The medical monitor will review all serious safety events at the time they are reported in the data system. Any event that requires expedited reporting based on federal regulations (21 CFR 312.32) will be forwarded to the IND sponsor or the in-country designee. The IND sponsor or its representative will submit expedited safety reports (e.g., IND safety reports) to the regulatory agencies, as necessary, and will inform all the participating Site PIs of such regulatory reports. 
For non-US sites, the sponsor investigator’s in-country designee must comply with all local regulatory requirements related to submitting reportable events to a regulatory authority and IEC. Documentation of the submissions must be retained for each reported event (annual or expedited) and provided to the DCC. The sponsor-investigator will inform the Site PI of any SUSAR safety reports submitted to a regulatory authority.
[bookmark: _Toc66101512]The Site PI must also submit safety reports as required by their IRB/REB/IEC. Documentation of the submission and receipt by the IRB/REB/IEC must be retained for each expedited safety report.
[bookmark: _Toc66101513][bookmark: _Toc66101514][bookmark: _Toc66101515][bookmark: _Toc66101516][bookmark: _Toc66101517][bookmark: _Toc66101518][bookmark: _Toc66101519][bookmark: _Toc66101520][bookmark: _Toc66101521][bookmark: _Toc66101522][bookmark: _Toc66101523][bookmark: _Toc66101524][bookmark: _Toc66101525][bookmark: _Toc178338894][bookmark: _Toc37151517][bookmark: _Toc483235630][bookmark: _Toc485317927][bookmark: _Toc489292380]Pregnancy 	
Include content in this section if applicable, otherwise note as not applicable. Pregnancy is not an adverse event, but some studies will require unique considerations if the pregnancy was to occur during the study. Include how pregnancy status at the time of enrollment will be assessed e.g., participant self-reporting, urine, or blood test x days prior to enrollment/dosing 
State the study’s pregnancy-related policy and procedure. Include appropriate mechanisms for reporting to the study sponsor, the IND or IDE sponsor, study leadership, IRB/REB/IEC, and regulatory agencies. Provide appropriate modifications to study procedures (e.g., discontinuation of study intervention, while continuing safety follow-up, requesting permission to follow pregnant women to pregnancy outcome).
Females who become pregnant during the study may remain in the study [state under what conditions e.g., stop dosing, safety follow-up], but may be withdrawn from study interventions and/or procedures (e.g., specimen collection), as appropriate, given an appropriate referral, and followed until resolution of the pregnancy.
[bookmark: _Toc37143465][bookmark: _Toc37144486][bookmark: _Toc37144661][bookmark: _Toc37144802][bookmark: _Ref105830341][bookmark: _Ref105830357][bookmark: _Toc289070204][bookmark: _Toc483235631][bookmark: _Toc485317928][bookmark: _Toc489292381]Although not considered an AE, pregnancy must be reported on the specific pregnancy eCRF form. The site must immediately report if a participant is found to be pregnant during the study. Also, the site must document that they have informed the [include applicable party here], advised the participant to obtain appropriate prenatal medical care, and referred the participant for such care. The site may be required to inform parents/legal guardians/LARs about pregnancies according to local/state laws. And, per the consent, the Site PI will follow the participant for the duration of the pregnancy and to obtain information (via direct examination or medical record review) to determine the pregnancy outcome (abortion/voluntary termination/stillbirth/live birth) or if the baby had congenital abnormalities. Stillbirth and congenital abnormalities must be reported as an SAE following the usual requirements for SAE reporting. 
[bookmark: _Toc37151519][bookmark: _Toc178338895]Data and Safety Oversight (Medical Monitor/Data Monitoring Committee)
[bookmark: _Toc483235632][bookmark: _Toc485317929][bookmark: _Toc489292382]The study will be monitored by a Data Safety Monitoring Board (DSMB). 
In addition, the study sponsor has designated a qualified and experienced physician not otherwise associated with this protocol to serve as the MM and review SAEs at the time they are reported or updated. Other safety events, i.e., AEs, will be reviewed weekly. The MM may request additional information regarding a site-reported SAE; the Site PI is expected to provide requested information or materials to the MM in an expeditious manner to support the writing/submission of study safety reports. The MM will be available to study sites as needed. The study IND sponsor will also review all SAEs to determine regulatory reporting and will be available to sites as needed.
If safety concerns are identified, the MM may request a meeting of the DSMB to review safety data. The MM will also provide an initial report to the PI/IND sponsor and an unbiased written report to the DSMB of the event per the DSMB charter/safety monitoring plan. At a minimum, the MM will comment on the outcomes of the safety event and the relationship of the safety event to the study product/intervention. The MM will also indicate whether they concur with the details of the report provided by the Site PI. If no safety events prompt review at an earlier time point, the DSMB will review safety events per the DSMB charter.
The DSMB will convene and make recommendations on continuation, changes to, or termination of the study based on review of safety reports and halting rules. The safety data will be compiled by the DCC. Based on the recommendations of the DSMB and study sponsor, the IND sponsor will decide to terminate or continue the study.
Ad Hoc Meetings of the DSMB: The DSMB may convene an ad hoc meeting to discuss any issue of data and safety raised by the Site PI, MM, the IND sponsor, the study sponsor, or a member of the DSMB. At the discretion of the Site PIs, PI, the IND sponsor, the study sponsor, and DSMB members, a non-serious safety event that is associated with the product or procedures may be considered as a trigger for an ad hoc DSMB meeting to assess the safety of the product/intervention, without resulting in halting the enrollment of the trial.
[bookmark: _Toc21526482][bookmark: _Toc21527496][bookmark: _Toc23420624][bookmark: _Toc178338896][bookmark: _Toc37151520]Safety/PK Interim Analysis  	
Delete this section if not applicable. Discuss when interim analysis may be done. Specify if enrollment will be stopped until analysis/review is completed or if a DSMB review is required.
See Section 11.6.4 for analysis details.
[bookmark: _Toc178338897][bookmark: _Toc21526483][bookmark: _Toc21527497][bookmark: _Toc23420625][bookmark: _Toc37151521]Adjudication Committees 
Delete this section if not applicable. Describe any adjudication committees, what will be reviewed, how it will be collected, reported, and assessed, and the timeframe for assessments.

[bookmark: _Toc53202854][bookmark: _Toc289070203][bookmark: _Toc178338898]STUDY TERMINATION/HALTING
[bookmark: _Toc21526485][bookmark: _Toc21527499][bookmark: _Toc23420627][bookmark: _Toc37151522][bookmark: _Toc178338899]Study or Site Halting Criteria / Termination Criteria
This study may be terminated at any time by the study sponsor, the IND/IDE sponsor, the Clinical Trial Application (CTA) sponsor, or the DSMB. They may judge that reasons for termination include, but are not limited to, that no further benefits can be achieved from the study or that the intervention presents an unreasonable and significant risk to participants. If the study is terminated, they will notify the regulatory authorities (e.g., FDA), Site PIs, IRBs/REBs, and study participants, per all applicable regulations governing the study and site/Site PI.
The IND/IDE sponsor, a regulatory authority, or a site’s IRB/REB may terminate the site’s or the Site PI’s study participation at any time. Possible reasons for termination of the study at a specific site include, but are not limited to, the following:
· Non-compliance with signed agreements, statements, or undertakings
· Safety concerns
· Inaccurate or incomplete data collection
· Falsification of records
· Failure to adhere to the protocol
If participation by a site or Site PI is terminated, notifications will be made to regulatory authorities, IRBs/REBs, or other concerned parties according to the applicable regulations governing the study and site/Site PI.
[bookmark: _Toc37151523][bookmark: _Toc178338900]Halting Rules 
If no halting rules, state: No halting rules are planned. 
If halting rules apply: Study treatment/dosing administration and enrollment will be temporarily suspended pending safety review by the DSMB if:
· Any participant experiences XXX within X hours/days following administration of the study product and associated with product administration.
· Two or more (or X%) of participants experience XXX within the same dose cohorts.
· Any participant experiences a study product/intervention-related SAE in the X hours/days following XXX.
The study will also be halted for DSMB review if 10% or more of participants enrolled to date experience a severe (Grade 3 or higher) reaction in any dose group.
Enrollment will be suspended during the DSMB review, though study activities will be allowed to proceed on previously enrolled participants, if applicable. If there are 10% or more participants enrolled at the time of review who have experienced a severe (Grade 3 or higher) reaction, then the study sponsor and other applicable regulatory agencies will be informed and the DSMB may choose to be unmasked to treatment assignment. The DSMB may receive unmasked safety data if safety concerns are identified at any point during the study.
Refer to Sections 5.3.2 and 5.3.3 for requirements of participant safety follow-up after participants stop the study product/intervention.
[bookmark: _Toc178338901]CLINICAL MONITORING
Clinical site monitoring is conducted to ensure that the rights and well-being of study participants are protected, that the reported study data are attributable, legible, contemporaneous, original, accurate, complete, consistent, enduring, and available (ALCOA-+), and that the conduct of the study abides by the currently approved protocol/amendment(s), with ICH GCP [E6(R2)], and with applicable regulatory requirement(s), including 21 CFR 312 Subpart D Responsibilities of Sponsors and Investigators.
The PI, or as detailed in the TORO, the DCC or its designee will conduct site-monitoring visits. Site visits will be made at standard intervals as defined by the clinical site monitoring plan (CMP) and may be made more frequently as directed by the DCC, IND sponsor, or the study sponsor. Monitoring visits will include, but are not limited to, review of regulatory files, accountability records, data collection forms, informed consent forms, medical and laboratory reports, and protocol compliance. Study monitors will meet with Site PIs to discuss any problems and actions to be taken and document visit findings and discussions.
[bookmark: _Toc485317931][bookmark: _Toc489292383][bookmark: _Toc178338902]STATISTICAL CONSIDERATIONS
[bookmark: _Toc489292384][bookmark: _Toc79568417][bookmark: _Toc79638879][bookmark: _Toc212549291][bookmark: _Toc442447972][bookmark: _Toc388259916][bookmark: _Toc388344822]Pharmacokinetics (PK), safety, efficacy, and exploratory analyses will be conducted. Adjust the first sentence as appropriate to align with the study objectives. 
[bookmark: _Toc37151524][bookmark: _Toc178338903]Study Hypotheses
Delete section if not applicable.
If applicable, pre-specified formal study hypotheses (including null and alternative) should be presented here. Details of planned testing including test type and alpha level may be included. 
[bookmark: _Toc485317932][bookmark: _Toc489292385][bookmark: _Toc37151525][bookmark: _Toc178338904]Study Endpoints
Align these with the table(s) from earlier sections. 
[bookmark: _Toc21526490][bookmark: _Toc21527504][bookmark: _Toc23420632][bookmark: _Toc37151526][bookmark: _Toc178338905]Primary Endpoint(s)

[bookmark: _Toc21526491][bookmark: _Toc21527505][bookmark: _Toc23420633][bookmark: _Toc37151527][bookmark: _Toc178338906]Secondary Endpoint(s)

[bookmark: _Toc21526492][bookmark: _Toc21527506][bookmark: _Toc23420634][bookmark: _Toc37151528][bookmark: _Toc178338907]Exploratory Endpoint(s)
Delete this section if not applicable.
[bookmark: _Toc442447973][bookmark: _Toc485317933][bookmark: _Toc489292386][bookmark: _Toc37151529][bookmark: _Toc178338908]Analysis Population
[bookmark: _Toc79568420][bookmark: _Toc79638882][bookmark: _Toc111299944][bookmark: _Toc442447974]Define the applicable populations. Delete those that are not applicable. Populations to be considered in sensitivity analyses may be specified.
[bookmark: _Toc37151530][bookmark: _Toc178338909]Intention-to-Treat (ITT) Population

[bookmark: _Toc37151531][bookmark: _Toc178338910]Per-Protocol Population

[bookmark: _Toc37151532][bookmark: _Toc178338911]PK Population

[bookmark: _Toc37151533][bookmark: _Toc178338912]PD/Biomarker Populations

[bookmark: _Toc178338913][bookmark: _Toc37151534]Efficacy Population

[bookmark: _Toc178338914]Safety Population

[bookmark: _Toc37151535][bookmark: _Toc178338915] Analysis Plan
Descriptive statistics, such as number of observations, mean, median, standard deviation, standard error, minimum, and maximum, will be considered for continuous variables (such as age, weight, etc.). Other descriptive statistics, such as counts, proportions, and/or percentages, will be presented to summarize discrete variables (such as race, sex, etc.). All descriptive analyses will be presented by appropriate GROUP [Edit the group by which data will be presented if applicable, e.g., treatment group, age group, obesity status, strata, etc.] and overall. Data will be further summarized by age group, dosage group, and/or obesity status (obese, overweight, normal weight, underweight). Obesity status will be obtained from age/sex-adjusted body mass index (BMI) percentile. [Add description of summary groups, if applicable]. A 95% confidence level will be used for confidence intervals. A detailed description of statistical methods and secondary analyses will be prepared and presented in the Statistical Analysis Plan (SAP) prior to data lock for final analyses.
[bookmark: _Toc178338916]Primary Analysis
Include details of the analysis for the primary objective.
[bookmark: _Toc178338917]Secondary Analysis
Include details of the analysis for the secondary objective(s).
[bookmark: _Toc178338918]Exploratory Analysis
Include details of the analysis for the exploratory objective(s). Delete section if not applicable.
[bookmark: _Toc388435096][bookmark: _Toc428266062][bookmark: _Toc21526495][bookmark: _Toc21527509][bookmark: _Toc23420637][bookmark: _Toc37151536][bookmark: _Toc178338919]Demographics and Baseline Characteristics
Participant disposition and the reasons for discontinuation will be summarized. Demographic and baseline characteristics will be summarized and compared between GROUP. Study drug administration will be summarized in terms of number of days of dosing.
[bookmark: _Toc37143485][bookmark: _Toc37144506][bookmark: _Toc37144681][bookmark: _Toc37144822][bookmark: _Toc178338920][bookmark: _Toc21526496][bookmark: _Toc21527510][bookmark: _Toc23420638][bookmark: _Toc37151537]Planned Interim Analyses 	
Indicate if there is a planned interim analysis to assess safety, efficacy, or futility, and if so, describe the statistical methods to be used. 
If no planned interim analysis will occur: No planned interim analyses will occur as part of this study.
[bookmark: _Toc37143487][bookmark: _Toc37144508][bookmark: _Toc37144683][bookmark: _Toc37144824][bookmark: _Toc21526501][bookmark: _Toc21527515][bookmark: _Toc23420643][bookmark: _Toc37151542][bookmark: _Toc178338921]Sample Size Considerations
Provide a detailed justification of sample size. Provide assumptions and any corresponding references used to calculate the sample size. The planned sample size must be sufficient for conducting key analyses, particularly the testing of any pre-specified formal study hypotheses. As applicable, provide sample size and/or power under alternative scenarios (e.g., participants lost to follow-up). Add a section on sample size re-estimation, if applicable. 
[bookmark: _Toc489305557][bookmark: _Toc489305703][bookmark: _Toc178338922][bookmark: _Toc485317936][bookmark: _Toc489292388]FUTURE USE OF STUDY RECORDS AND BIOLOGICAL SPECIMENS 
The medical data and study information entered into the participant’s medical records will be kept per individual site policies for medical record retention. Other study records held at the study site will be kept until the FDA has completed any necessary review of the study results, or for a minimum of 2 years after the study has ended – whichever is longer. The research data collected in this study, and provided to the sponsor, will be kept indefinitely. 
Information about this study, including study results, will be published without further permission from the participant, as detailed in the ICF. Participants will not be identified in any publications or presentations made about the study. 
After the study is completed, information about the study, including de-identified study data, will be submitted to a controlled-access NIH-designated storage location, such as the NICHD Data and Specimen Hub or DASH (https://dash.nichd.nih.gov) or the NIH database of Genotypes and Phenotypes or dbGaP (https://www.ncbi.nlm.nih.gov/gap/). Controlled access means that only researchers who apply for and get permission to use the information for a specific research project will be able to access the information.
With NIH approval, the data submitted to NIH-designated repositories may be used by other researchers for future research. The study data submitted to these NIH-designated repositories will be de-identified, meaning it will not include information that can identify the participant. The study team may also share the de-identified study data with other researchers. This sharing will be done without obtaining additional permission from the participant/parent/legal guardian/LAR. 
Biological specimens collected for study-specific testing will be labeled at the site with a study-provided barcode label. The specimen labels will only contain a unique code number; it will not include protected health information (PHI) or other information that could identify the study participant. Specimens will be stored at the site and then shipped to an analytical laboratory for study-specific testing. After analysis, specimens will be stored until the FDA completes a review of the final research study report and proposed drug label changes. Once the FDA review of the study results is complete, and after consent for future use of these specimens is confirmed, the specimens will be submitted to an NIH storage facility. 
De-identified study specimens may be made available to other researchers for future research without obtaining additional permission from the participant/parent/legal guardian/LAR. Although whole genome sequencing (WGS) is [or is not part] of this study, study specimens containing genetic materials may be made available to other researchers who may conduct WGS in the future. 
The participant’s study specimens will not be sold to anyone; however, the use of these specimens may result in commercial profit. There is no provision to provide the participant/parent/legal guardian/LAR with financial compensation beyond what is described in the ICF. Biological specimens may be stored indefinitely. If a participant/parent/legal guardian/LAR decides to withdraw permission to use their study data or specimens, they will be instructed per the ICF to contact the Site PI. Study data and samples including data collected using the participant’s specimen that has been recorded or collected prior to withdrawal will continue to be used, but no new data or specimens will be collected.
[bookmark: _Toc314036855][bookmark: _Toc21526503][bookmark: _Toc21527517][bookmark: _Toc23420645][bookmark: _Toc178338923]SOURCE DOCUMENTS AND ACCESS TO SOURCE DATA/DOCUMENTS
Each participating site will maintain appropriate medical and research records for this trial, in compliance with ICH E6 (R2), Section 4.9 and 21 CFR 312.62, and regulatory and institutional requirements to protect the confidentiality of participants. Each site will permit authorized representatives of the sponsor, its designees, and appropriate regulatory agencies to examine (and, when required by applicable law, to copy) clinical records for quality assurance reviews, audits, and evaluation of the study's safety and progress. These representatives will be permitted access to all source data, which include, but are not limited to, hospital records, clinical and office charts, laboratory notes, memoranda, participants’ memory aid or evaluation checklists, pharmacy dispensing records, recorded data from automated instruments, copies or transcriptions certified after verification as being accurate and complete, microfiches, photographic negatives, microfilm or magnetic media, x-rays, and participant files and records kept at the pharmacy, at the laboratories, and medico-technical departments involved in the clinical trial. Data collection forms will be derived from the eCRFs and provided by the DCC. 


[bookmark: _Toc178338924]QUALITY CONTROL AND QUALITY ASSURANCE
The Site PI will provide direct access to all trial-related sites, source data/documents, data collection forms, and reports for monitoring and auditing by the sponsor and its designees, and inspection by local and regulatory authorities. The Site PI will ensure that all study personnel are appropriately trained and applicable documentation is maintained on site.
The DCC-designated site monitors will verify that the clinical trial is conducted and data are generated, documented (recorded), and reported in compliance with the protocol, GCP, and the applicable regulatory requirements. Clinical monitoring reports will be submitted to the Site PI, PI, and the study sponsor.
The DCC will implement quality control procedures, beginning with the data entry system, and generate data quality control checks that will be run on the data. The DCC will notify the sites about missing data or data anomalies so that the site(s) can promptly clarify and resolve the issues. 
[bookmark: _Toc178338925]ETHICS/PROTECTION OF HUMAN PARTICIPANTS
[bookmark: _Toc21526506][bookmark: _Toc21527520][bookmark: _Toc23420648][bookmark: _Toc37151543][bookmark: _Toc178338926]Informed Consent Process
This section should describe processes for obtaining parental permission, pediatric assent, and adult consent, as appropriate, using terminology and definitions per 21 CRF 50.3 (e.g., parent, family member, guardian, legally authorized representative, permission.
Informed consent is a process that is initiated prior to the participant/parent/legal guardian/LAR agreeing to participate in the study and continuing throughout the individual’s study participation. 
This study enrolls children. Per 21 CFR 50.3 (o) and 45 CFR 46.402 (a) “children” is defined as persons who have not attained the legal age for consent to treatments or procedures involved in clinical investigations (or the research), under the applicable law of the jurisdiction in which the clinical investigation (or the research) will be conducted and so the legal age for consent may be different in different jurisdictions. The process for requesting permission from parents and legal guardians, pediatric assent, and adult informed consent are described in the MOP. 
[bookmark: _Toc21526507][bookmark: _Toc21527521][bookmark: _Toc23420649][bookmark: _Toc37151544][bookmark: _Toc178338927]Permission from Parents/Legal Guardians/LAR
Describe the process for obtaining permission from parents/guardians/legally authorized representatives.
Under 21 CFR 50.3: 
· “permission” means “the agreement of parent(s) or legal guardian to the participation of their child or ward in a clinical investigation”;
· “parent” means “a child’s biological or adoptive parent”;
· “guardian” means “an individual who is authorized under applicable State or local law to consent on behalf of a child to general medical care”; and 
· “legally authorized representative” (LAR) means “an individual or judicial or other body authorized under applicable law to consent on behalf of a prospective subject to the subject’s participation in the procedure(s) involved in the research.
Per 21 CFR 50.55 and 45 CFR 46.408, the IRB of record for each site must determine whether permission from one parent/legal guardian/LAR or both parents/legal guardians is required. 
Extensive discussion of risks and possible benefits of participation in this study will be provided to the participant’s parent(s)/legal guardian(s)/LAR via consent forms describing, in detail, the study procedures and risks. Written documentation of informed consent is required prior to enrolling in the study unless a waiver of written consent has been obtained from the IRB/REB/IEC of record. If a waiver of written consent has been obtained, the site will follow local site policy for documenting informed consent. Consent forms will be IRB-approved, and the participant’s parent(s)/legal guardian(s)/LAR will be asked to read and review the document. Upon reviewing the document, the Site PI will explain the research study to the participant’s parent(s)/legal guardian(s)/LAR and answer any questions that may arise. The participant’s parent(s)/legal guardian(s)/LAR will provide consent prior to being enrolled in the study.
The IND sponsor or designee will provide the Site PI, in writing, any new information that bears significantly on the participant’s risk to participating in the study. This new information will be communicated by the Site PI to participants who consent to participate in the trial following IRB requirements. The informed consent document will be updated, and participants will be re-consented, if necessary. Site staff may employ IRB-approved recruitment efforts prior to the participant consenting; however, before any protocol-specific procedures are performed to determine protocol eligibility, an ICF must be executed. By providing informed consent, the participant agrees to complete all evaluations required by the trial, unless the participant withdraws voluntarily or is terminated from the trial for any reason.
The participant may be asked to authorize the exchange of information between the study staff and their primary care provider and/or other significant medical providers.
[bookmark: _Toc178338928][bookmark: _Toc37151545]Pediatric Assent 	
Delete this section of assent if it is not required.
Refer to ICH E6(R2), Section 4.8.12 (http://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Efficacy/E6/E6_R2__Step_4_2016_1109.pdf).
When a study includes participants who may be enrolled in the study only with the consent of the participant’s LAR/parent/legal guardian (e.g., minors or participants unable to consent for themselves, but are old enough to provide assent. Age of assent will vary according to jurisdiction [state or country]).
The participant should be informed about the study to the extent compatible with the participant’s understanding. As required by local regulatory authorities, the participant should assent and sign and personally date the written consent form. A separate IRB/REB/IEC-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 participant’s parent(s)/legal guardian(s)/LAR. Consult with the institution’s policies regarding enrollment of participants who are unable to provide informed consent for themselves.
Under 21 CFR 50.52, and 50.55, and 45 CFR Part 46.405, the IRB of record is responsible for determining that adequate provisions are made for soliciting the assent of children. 
[bookmark: _Toc178338929][bookmark: _Toc37151546]Informed Consent of Adult Participants 	
If the study enrolls participants who have reached the legal age of majority (e.g., if inclusion criteria are <21), describe the process for obtaining informed consent. Delete the section if not applicable. 
If the study design means that participants enrolled as children may reach the legal age of majority (e.g., if enrollment criteria are <18 but there is a 2-year follow-up period), describe the process for obtaining informed consent for participants originally enrolled as children.
If parents/guardians are participants in some aspect of the study, describe the process for obtaining informed consent from parents/guardians who are above the age of majority and the process for obtaining assent from parents who are below the age of majority. 
Refer to ICH GCP E6(R2), Section 4.8 (http://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Efficacy/E6/E6_R2__Step_4_2016_1109.pdf).
Refer to DHHS Regulation on Informed Consent 45 CFR Part 46 - Subpart A, 46.116 (https://www.hhs.gov/ohrp/regulations-and-policy/regulations/45-cfr-46/index.html#46.116).
See also Tips on Informed Consents (https://www.hhs.gov/ohrp/regulations-and-policy/guidance/informed-consent-tips/index.html).
See also the Informed Consent Checklist (https://www.hhs.gov/ohrp/regulations-and-policy/guidance/checklists/index.html).
Describe the procedures for obtaining and documenting informed consent of study participants. Describe any proposed waivers or alterations to informed consent. Describe any special circumstances regarding obtaining consent. Describe plans for obtaining consent from speakers of a language other than English. 
Informed consent is required for all participants participating in an NIH-sponsored study unless the requirement of informed consent is specifically waived by the IRB/REB/IEC via a waiver of consent. In obtaining and documenting informed consent, the Site PI must comply with applicable regulatory requirements and should adhere to GCP and to the ethical principles that have their origin in the Declaration of Helsinki. Before beginning the clinical study, the Site PI must have the IRB/REB/IEC’s written approval of the informed consent form(s) and any other written information to be provided to the participants.
When seeking informed consent, the participant must have a sufficient amount of time to consider whether to participate. This will minimize the possibility of coercion or undue influence. The informed consent document is the only evidence that the participant learned the risks and benefits of the study. It also provides evidence that the participant gave consent, at that time, to participate. 
The participant may revoke consent orally or in writing at any time and for any reason. Therefore, the Site PI must continually monitor the participant's consent. All informed consent documents must be written in language understandable by each member of the participant population, usually at the sixth- to eighth-grade reading level.
Example 1 (for study that requires written consent):
Consent forms describing in detail the study intervention, study procedures, and risks are given to the participant/parent/legal guardian/LAR and written documentation of informed consent is required before starting study-specific procedures or intervention.
Example 2 (for study allowing a waiver of consent):
A full waiver of consent may be requested of the IRB/REB/IEC. Approval of the waiver must be granted by the IRB/REB/IEC before any protocol-specific intervention or procedures.
Participants who become legal adults during their study participation must be consented as an adult according to local IRB/REB/IEC guidelines.
[bookmark: _Toc178338930][bookmark: _Toc37151547]Assent Process 	
Delete this section if not applicable. 
This study includes minor participants who may be enrolled in the study only with the consent of their parent(s)/legal guardian(s)/LAR. The minor participant should be informed about the study to the extent compatible with his/her neurodevelopmental abilities. Participants are very unlikely to be considered developmentally able to provide assent if they are nonverbal or minimally verbal, have significant intellectual disability, are younger than the minimum age for assent per local guidelines, or have marked thought disorganization or positive psychotic symptoms. If the Site PI, who is a clinician licensed to make a diagnosis judges the participant to be developmentally able to understand the concepts of voluntary participation in research, the participant will be given a simplified, developmentally appropriate assent form to review, will be asked to share any questions he/she may have, and then will be asked to sign and personally date the assent form.
Assent does not substitute for the permission form signed by the participant’s parent(s)/legal guardian(s)/LAR. Sites should consult with their institution’s policies regarding enrollment of participants who are unable to provide informed consent.
[bookmark: _Toc517184556][bookmark: _Toc37151548][bookmark: _Toc178338931]Documentation of Permission, Assent, and Consent
Permission, assent, and consent must be documented using forms and processes determined by the (insert IRB of record) and the site’s IRB of record. 
Before enrolling participants into this trial, the protocol, the applicable informed consent/assent templates, and any materials or advertisements presented to participants must be reviewed and approved by the (insert IRB of record) and the site’s IRB of record. The consent/assent templates approved by the (insert IRB of record) and the site’s IRB of record will then be provided to sites and revised as necessary to comply with local regulations and institutional requirements. Sites must submit all changes to the consent/assent templates to the DCC before submitting the completed documents to their site-specific IRB/REB/IEC. Sites must notify the DCC of the IRB/REB/IEC's approval by providing the approval notice, the IRB/REB/IEC’s composition, and the institution’s federal-wide assurance number (FWA).
Should amendments to the protocol and consent/assent documents be required, the amendments will be written by the sponsor, approved by the (insert IRB of record), and provided to the Site PI for submission to the site’s IRB/REB/IEC of record. The DSMB may also review the amendment documents. 
Participants may be compensated for participating in this study. Compensation will align with the sponsor's maximum compensation limits and institutional policies and procedures. Compensation must be documented in the permission/consent/assent forms with the local IRB/REB/IEC’s policies and procedures, and it requires IRB/REB/IEC approval. 
The IRB of record will determine whether one or two parent/legal guardian signatures are required at each site based on the risk level of the study or local regulatory requirements. 
For non-English speakers, a fully translated consent or an oral presentation accompanied by a short form may be used to obtain informed consent. The fully translated consent and the short form must be approved by the site’s IRB of record and executed according to local requirements. 
As appropriate, children will have the study explained to them as well in an understandable way, and their refusal to take part will be honored. As required by local regulatory authorities, children may sign an assent form. Upon reviewing the document, the Site PI will explain the research study to the participant and answer any questions that may arise. The participant/parent/legal guardian/LAR should have the opportunity to discuss the study and to think about it before agreeing to participate. Participants/parent(s)/legal guardian(s)/LARs must be told that participation is voluntary and that they may withdraw their consent from the study at any time, without prejudice. A copy of the executed informed consent document will be given to the participants/parent(s)/legal guardian(s)/LARs for their records. 
Site staff may employ recruitment efforts approved by the IRB of record and per institutional policy prior to the participant consenting; however, before any protocol-specific procedures are performed to determine protocol eligibility, informed consent or waiver of informed consent must be obtained. The informed consent process will be conducted, and the form fully executed (e.g., signed, and dated) before the participant undergoes study-specific procedures. The rights and welfare of the participants 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.
The IND sponsor, or designee, will provide the Site PI, in writing, with any new information that bears significantly on the participants' risk to receive the investigational product/intervention. This new information will be communicated by the Site PI to participants who consent to participate in the trial in accordance with the IRB/REB/IEC of record’s requirements. The informed consent document will be updated and participants will be re-consented, if necessary.
[bookmark: _Toc517184557][bookmark: _Toc21526512][bookmark: _Toc21527526][bookmark: _Toc23420654][bookmark: _Toc37151549][bookmark: _Toc178338932]Confidentiality and Privacy
This section will describe protections for maintaining the confidentiality of participant data, including, but not limited to forms, records and specimens, and participant privacy.
Include procedures for maintaining participant confidentiality, privacy protections, any special data security requirements, and record retention per the sponsor’s requirements. Describe who would have access to records, including the Site PI and other study staff, the clinical monitor, funding institutions, representatives of the sponsor such as the NIH Institute or Center, IND/IDE sponsor, representatives from the IRB, regulatory agencies, and representatives of the company supplying the product to be tested. In addition, consider the inclusion of the following information:
· Describe whether identifiers will be attached to data/specimens, or whether data will be coded or unlinked.
· If unlinked or coded, and additional information (e.g., age, ethnicity, sex, diagnosis) is available, discuss whether this might make specific individuals or families identifiable.
· If research data/specimens will be coded, describe how access to the “key” for the code will be limited. Include a description of security measures (password-protected database, locked drawer, other). List names or positions of persons with access to the key.
· Include a discussion of the circumstances in which data or specimens will be shared with other researchers.
· Include a discussion of plans to publish participant’s family pedigrees, with a description of measures to minimize the chance of identifying specific families.
· Describe any situations in which personally identifiable information will be released to third parties.
· State who has access to records, data, and specimens. Consider if monitors or auditors outside of Site PIs will need access.
· Discuss any additional features to protect confidentiality (e.g., use of a certificate of confidentiality).
· Approaches to ensure the privacy of study participants.

This study is covered by a Certificate of Confidentiality (CoC) from the NIH. The CoC prevents U.S. courts and other U.S. agencies from forcing the study team to share information that may identify the participants during a legal or legislative action unless the participant allows this. The CoC does not keep the participants from sharing information about their participation in this study.
For Studies using Canadian Sites include the following:
For Canadian participants, the NIH CoC may protect data housed in the U.S. from legal proceedings, but disclosure may still occur if required by federal, state, or local laws, which may be different from Canadian law. Canadian federal and provincial regulations will govern the confidentiality of data maintained at the Canadian sites.
Example text provided as a guide, customization will be required to address all aspects that should be included in this section: 
All research activities will be conducted in as private a setting as possible.
Participant confidentiality and privacy are strictly held in trust by the participating Site PIs, their staff, and the sponsor(s) and their agents. This confidentiality is extended to cover testing of biological specimens and genetic tests in addition to the clinical information relating to participants. Therefore, 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 Site PI will ensure that the use and disclosure of PHI obtained during a research study complies with the HIPAA Privacy Rule. Authorization is required from each research participant (i.e., specific permission granted by an individual to a covered entity for the use or disclosure of an individual’s PHI). A valid authorization must meet the implementation specifications under the HIPAA Privacy Rule. Authorization may be combined in the informed consent document (if approved by the IRB).
The study monitor, other authorized representatives of the sponsor, representatives of the IRB/REB/IEC, and regulatory agencies may inspect all documents and records required to be maintained by the Site PI, including but not limited to, medical records (office, clinic, or hospital) and pharmacy records for the participants in this study. The clinical study site will permit access to such records.
The study participant’s contact information will be securely stored at each clinical site for internal use during the study. At the end of the study, all records will continue to be kept in a secure location for as long a period as dictated by the reviewing IRB/REB/IEC, Institutional policies, or sponsor requirements. Both the Site PI and the Institution at which the study is contracted to be conducted will hold the responsibility to maintain custody of all study records until the sponsor permits their destruction.
Study participant research data, which is for purposes of statistical analysis and scientific reporting, will be transmitted to and stored at the DCC. A unique study identification number will identify individual participants and their research data. The study data entry and study management systems used by clinical sites and by the DCC research staff will be secured and password protected. 
For Studies using Canadian Sites include the following: 
For Canadian sites, privacy requirements are described in several Federal and Provincial laws and regulations. Examples include, but are not limited to, the Federal Personal Information Protection and Electronic Documents Act, Genetic Non-Discrimination Act, the Ontario Personal Health Information Protection Act, Quebec’s Act Respecting the Protection of Personal Information in the Private Sector, the BC Personal Information Protection Act, Alberta’s Personal Information Protection Act and Health Information Act. Note that for several provinces more than one act may apply.
In the U.S., the HIPAA Privacy Rule applies. The rule provides U.S. federal protection for the privacy of PHI sent to or collected in the U.S. for this research by implementing standards to protect and guard against the misuse of individually identifiable health information of participants participating in clinical trials. Authorization is required from each research participant (i.e., specific permission granted by an individual to a covered entity for the use or disclosure of an individual’s protected health information). A valid authorization must meet the implementation specifications under Canadian Federal and Provincial laws or the HIPAA Privacy rule, whichever applies.


[bookmark: _Toc53202879][bookmark: _Toc289070225][bookmark: _Toc485317946][bookmark: _Toc489292398][bookmark: _Toc178338933][bookmark: _Toc42589023][bookmark: _Toc53202890][bookmark: _Toc62541212]DATA HANDLING AND RECORD KEEPING
[bookmark: _Toc66101568][bookmark: _Toc37151550][bookmark: _Toc178338934][bookmark: _Toc289070226][bookmark: _Toc485317947][bookmark: _Toc489292399]Data Handling
The Site PI is responsible for ensuring the accuracy, completeness, legibility, and timeliness of the data reported. Data collection forms will be derived from the eCRFs and provided by the DCC to the sites to record and maintain data for each participant enrolled in the study. All source documents should be completed in a neat, legible manner to ensure accurate interpretation of data. Permanent ink is required to ensure the clarity of reproduced copies. When making a change or correction, the original entry should be crossed out with a single line, and the change should be initialed and dated. Original entries should not be erased, overwritten, or corrected with fluid or tape. 
Data reported in the eCRF should be consistent with the data collection form/source documents, or the discrepancies should be documented. The sponsor will provide guidance to Site PIs on making corrections to the data collection forms and eCRFs.
[bookmark: _Toc37151551][bookmark: _Toc178338935]Data Management Responsibilities
All data collection forms and laboratory reports must be reviewed by the clinical team and data entry staff, who will ensure that they are accurate and complete. AEs must be assessed for intensity association and causality by a licensed clinician and reviewed by the Site PI. The Site PI is responsible for supervising the site staff, who are responsible for data collection. During the study, the Site PI must maintain complete, current, and accurate documentation for the study.
The DCC for this study will be responsible for data management, quality review, analysis, and reporting of the study data.
[bookmark: _Toc53202881][bookmark: _Toc289070227][bookmark: _Toc485317948][bookmark: _Toc489292400][bookmark: _Toc37151552][bookmark: _Toc178338936]Data Capture Methods
Clinical data (including AEs) will be entered into a 21 CFR Part 11-compliant web-based data capture system provided by the DCC. The data system includes password protection and internal quality checks, such as automatic range checks, to identify data that appear inconsistent, incomplete, or inaccurate. Clinical data will be entered directly from the data collection forms/source documents. 
[bookmark: _Toc53202884][bookmark: _Toc289070228][bookmark: _Toc485317949][bookmark: _Toc489292401][bookmark: _Toc37151553][bookmark: _Toc178338937]Types of Data
Data for this study will include [e.g., safety, laboratory, and outcome measures (e.g., PK data)].
[bookmark: _Toc53202886][bookmark: _Toc289070229][bookmark: _Toc485317950][bookmark: _Toc489292402][bookmark: _Toc37151554][bookmark: _Toc178338938]Timing/Reports
Identify plans for data analysis and interim and final study reports, steps for freezing the data prior to analysis, and precautions related to masked data.
The DSMB will convene, review safety data, and recommend whether the study should continue.
[bookmark: _Toc53202887][bookmark: _Toc289070230][bookmark: _Toc485317951][bookmark: _Toc489292403][bookmark: _Toc37151555][bookmark: _Toc178338939]Study Records Retention
Language for trials that will be submitted to the FDA
The study records and source documents will be kept until the FDA has reviewed the study results, for a minimum of 2 years after the study has ended, or according to the Site PI’s institutional requirements – whichever is longer. For Canadian sites, records must be retained for 25 years per C.05.012 (4) of the FDR. The research data will be kept indefinitely. 
Language for trials that will not be submitted to the FDA
The records and source documents pertaining to the conduct of the study (including CRFs, data collection forms when used as source, medical records, consent forms, laboratory test results and study product/intervention inventory/accountability records), must be retained by the Site PI for at least three years after the date upon which the Sponsor has provided the final study report to the NIH, or in accordance with the Site PI’s institutional requirements, whichever is longer. 
[bookmark: _Toc53202888][bookmark: _Toc289070231][bookmark: _Toc485317952][bookmark: _Toc489292404][bookmark: _Toc37151556][bookmark: _Toc178338940]Protocol Deviations
A protocol deviation is any noncompliance/unplanned excursion from the approved investigational plan (e.g., protocol, MOP) or ICH GCP guidelines. The noncompliance may be on the part of the participant, Site PI, or site staff. As a result of deviations, the site must promptly develop and implement corrective actions. For this study, XXX [e.g., missed assessments due to participant/guardian request] will not be considered protocol deviations to facilitate retention of participants for later study assessments, but they will be tracked and reported to the sponsor.
Each Site PI must adhere to the investigational plan as detailed in the study protocol and associated study materials (e.g., MOPs, Forms Instructions, User Guides, etc.). Each Site PI will be responsible for training delegated staff and enrolling only those participants who satisfy all the protocol eligibility criteria.
The Site PI is responsible for identifying and reporting deviations to the sponsor within 5 working days. All deviations must be promptly reported to the sponsor via the DCC’s Electronic Data Capture (EDC) system.
All deviations from the protocol must be reported in the study records/data system. Protocol deviations must be submitted to the local IRB/REB/IEC per their guidelines. The Site PI and study staff are responsible for knowing and adhering to their IRB/REB/IEC requirements.



[bookmark: _Toc42589022][bookmark: _Toc53202889][bookmark: _Toc289070232][bookmark: _Toc485317954][bookmark: _Toc489292406][bookmark: _Toc178338941]PUBLICATION POLICY
[bookmark: _Toc485317955][bookmark: _Toc489292407]Insert language related to the publication policy. An example related to the PTN is given below.
Following completion of the study, the PTN PI may publish the results of this research in a scientific journal under the oversight/approval of the Publication Committee of the PTN. The PTN Publication Committee comprises representatives of the network cores, thought leaders, the DCC, and the PTN and is responsible for generating and coordinating publications that report scientific findings of the network. All public presentations (abstracts, manuscripts, slides and text of oral or other presentations, and text of any transmission through any electronic media) by participating Site PIs, participating institutions, the DCC, and the PTN that use PTN data and are intended to represent the PTN or are supported by the PTN will be reviewed by the PTN Publication Committee per the Publication Committee Charter. 
The PTN Publication Committee guarantees that the study results are presented by experts who have working knowledge of the study design, implementation, data synthesis/analysis, and interpretation. The Committee’s goals are to ensure that any confidential or proprietary information is protected, and that all appropriate statistical analyses have been included. 
The PTN Publication Committee will adhere to the trials registration policy adopted by the International Committee of Medical Journal Editors member journal. This policy requires that all clinical trials be registered in a public trials registry such as ClinicalTrials.gov, which is sponsored by the National Library of Medicine. The IND/IDE sponsor is responsible for registering this trial in an acceptable registry.
The International Committee of Medical Journal Editors defines a clinical trial as any research project that prospectively assigns human participants to intervention or comparison groups to study the cause-and-effect relationship between a medical intervention and a health outcome. Studies designed for other purposes, such as to study pharmacokinetics or major toxicity (e.g., phase 1 trials) would be exempt from this policy.
All Site PIs funded by the NIH must submit or have submitted for them to the National Library of Medicine’s PubMed Central an electronic version of their final, peer-reviewed manuscripts upon acceptance for publication, to be made publicly available no later than 12 months after the official date of publication. This submission is required by the NIH Public Access Policy. 
[bookmark: _Toc232345186]Refer to:
[bookmark: _Toc232345187]http://publicaccess.nih.gov/ 
[bookmark: _Toc232345188]http://grants.nih.gov/grants/guide/notice-files/NOT-OD-08-033.html
[bookmark: _Toc178338942]LITERATURE REFERENCES
[bookmark: _Toc491779172][bookmark: _Toc491779637][bookmark: _Toc491779825][bookmark: _Toc491779993][bookmark: _Toc491780133][bookmark: _Toc491780228][bookmark: _Toc491780322][bookmark: _Toc491780425][bookmark: _Toc491783215][bookmark: _Toc491783691]Include a list of relevant literature references in this section. Use a consistent, standard, modern format, which may depend on 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. It is highly recommended to use a publication manager such as EndNote or Zotero.
1. 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

[bookmark: _Toc37151557][bookmark: _Toc178338943]APPENDICES
Consider the need to add a sub-TOC for the appendices below.
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Appendix A: [bookmark: _Toc37151558][bookmark: _Toc535238070][bookmark: _Toc23422188][bookmark: _Toc178338944]Drug-of-Interest–Specific Information
Refer to the study website at http://www.bpcadcc.org/ for the most current list of enrolling cohorts.
Sites must check the study-provided web report to confirm DOI cohort is open to enrollment before conducting any study procedures. 
Note: If a data reporting requirement is not listed in the DOI-specific Data Collection tables, it is not required for DOI reporting.

Appendix B: [bookmark: _Toc37151559][bookmark: _Toc178338945]XXXX 




RESOURCES
Remove this Resources section before finalizing and distributing the clinical trial protocol.
Center for Medicare & Medicaid Services (CMS)
1. Clinical Laboratory Improvement Amendments
Code of Federal Regulations (CFR)
21 CFR Part 11: Electronic Records, Electronic Signatures
21 CFR Part 50: Protection of Human Subjects
21 CFR Part 54: Financial Disclosure by Clinical Investigators
21 CFR Part 56: Institutional Review Boards
21 CFR Part 58: Good Laboratory Practice for Nonclinical Laboratory Studies
21 CFR Part 210: Current Good Manufacturing Practice In Manufacturing, Processing, Packing, Or Holding Of Drugs; General
21 CFR Part 211: Current Good Manufacturing Practice For Finished Pharmaceuticals
21 CFR Part 312: Investigational New Drug Application
21 CFR Part 812: Investigational Device Exemptions
42 CFR Part 11: Clinical Trial Registration and Results Information Submission
45 CFR Part 46: Protection of Human Subjects Research
Food and Drug Administration (FDA)
Compliance Actions and Activities 
FDA Regulations Relating to Good Clinical Practice and Clinical Trials
Guidance for Clinical Investigators, Sponsors, and IRBs  Adverse Event Reporting to IRBs – Improving Human Subject Protection
Guidance for Clinical Trial Sponsors: Establishment and Operation of Clinical Trial Data Monitoring Committees
Guidance for Industry: Electronic Source Data in Clinical Investigations
Guidance for Industry: Multiple Endpoints in Clinical Trials 
Guidance for Industry: Oversight of Clinical Investigations – A Risk-Based Approach to Monitoring
Guidance for Industry: Providing Regulatory Submissions in Electronic Format - Human Pharmaceutical Product Applications and Related Submissions Using the eCTD Specifications
Guidance for Industry: Providing Regulatory Submissions in Electronic Format — Standardized Study Data
Guidance for Industry: Safety Assessment for IND Safety Reporting
Department of Health and Human Services (HHS)
The HIPAA Privacy Rule
HIPAA Privacy Rule: Information for Researchers

International Council for Harmonisation of Technical Requirements for Registration of Pharmaceuticals for Human Use (ICH)
Guidance for Industry, E6 (R2) Good Clinical Practice: Consolidated Guidance
Guidance for Industry, M3(R2) Nonclinical Safety Studies for the Conduct of Human Clinical Trials and Marketing Authorization for Pharmaceuticals
Guideline for Industry, E3 Structure and Content of Clinical Reports 
Guidance for Industry, E9 Statistical Principles for Clinical Trials
Draft Guideline: Addendum to Statistical Principles for Clinical Trials on Choosing Appropriate Estimands and Defining Sensitivity Analyses in Clinical Trials
National Institutes of Health (NIH)
Certificate of Confidentiality
Clinical Trials Registration and Results Information Submission
Financial Conflict of Interest
Inclusion of Children- Policy Implementation
Inclusion Of Women And Minorities As Participants In Research Involving Human Subjects- Policy Implementation Page
NIH Data Sharing Policies and Related Guidance on NIH-Funded Research Resources
NIH Data Sharing Policy and Implementation Guidance
NIH Genomic Data Sharing Policy
NIH Grants Policy Statement, Section 8.2 Availability of Research Results: Publications, Intellectual Property Rights, and Sharing Research Resources
NIH Policy on the Dissemination of NIH-Funded Clinical Trial Information
NIH Public Access Policy Details
Policy on Good Clinical Practice Training for NIH Awardees Involved in NIH-funded Clinical Trials
Required Education in the Protection of Human Research Participants  
Office for Human Research Protections (OHRP)
Human Subject Regulations Decision Charts
Informed Consent Checklist
Informed Consent Tips
IRBs and Assurances
Regulations & Policy Index
Unanticipated Problems Involving Risks and Adverse Events Guidance
Vulnerable Populations
Other
Citing Medicine, 2nd edition: The NLM Style Guide for Authors, Editors, and Publishers
CONSORT statement
International Committee of Medical Journal Editors (ICMJE): Recommendations
Practical Aspects of Signal Detection in Pharmacovigilance: Report of CIOMS Working Group VIII 
PTN publication policy –available upon request
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