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[bookmark: _Toc281240026][bookmark: _Toc281240277]Clinical Research Protocol 
The term "protocol" is defined as a complete written description of, and scientific rationale for, a research activity involving human subjects. 
In the context, "protocol" means both the written description of the research activity and the activity itself.
The NIH Intramural IRB requires one of 3 protocol templates for CCR Intramural protocols:
1.	The NCI IRB template. This template can be downloaded on the CCR Intranet site.
2.	CTEP Template: If the protocol involves an Investigational Agent and will be sponsored by Cancer Therapy Evaluation Program (CTEP), the NIH Intramural IRB will accept the appropriate CTEP template located at: http://ctep.cancer.gov/guidelines/templates.html. If you are using the CTEP template, please remember to include required NCI CCR sections such as Human Subjects Protections and NIH Intramural IRB reporting requirements.
If a CCR Investigator is not the author of the study, then an NCI Supplement is required and should include:
· Face Sheet
· Précis
· [bookmark: _Hlk18571097]Statement of Compliance if not already included in sponsor protocol
· Number of patients to be seen at NIH
· Recruitment and Screening Activities
· NIH Registration Information
· Registration Procedures
· Off Protocol Therapy and Off-Study Procedure
· Treatment Assignment and Randomization/Stratification Procedures
· Cost and Compensation
· NIH Reporting Requirements / Data and Safety Monitoring Plan 
· Definitions
· OHSRP Office of Compliance and Training / -IRB Reporting (CR reporting should only be included for studies reviewed by NIH IRBO; remove for studies reviewed by another IRB)
· NCI Clinical Director Reporting
· IBC Reporting Requirements, if applicable
· NIH Required Data and Safety Monitoring Plan:
· Principal Investigator/Research Team 
· Responsible safety monitoring committee/DSMB
· Human Subjects Protection Section (if not in sponsor protocol)
· [bookmark: _Hlk18571179]Regulatory and Operational Considerations
· Data Sharing Plan/Genomic Data Sharing language
· Data Collection Section: End of study procedures and Loss or destruction of data
· Sample storage, tracking and disposition information pertinent to this site, including discussion of return of incidental findings if gene sequencing is part of the study
· Collaborative Agreements

The NCI Supplement can be uploaded into iRIS as a separate document and noted as “NCI Supplement” or if possible, it is preferable to place in the front of the sponsor’s formatted protocol.
3.	Industry Sponsor Formatted Template: the NIH Intramural IRB will accept an industry sponsored formatted template but an NCI Supplement is required and should include the items listed above.
[bookmark: _Toc281240027][bookmark: _Toc281240278]Style Guidelines:
12 point font (Times, Times New Roman or Arial) and single line spacing for the protocol document. The decimal system (i.e. 1.0; 1.1; etc.) should be used to subdivide the various sections. Margins should be 1 inch on all sides.
If a section is not applicable to your protocol, it may be deleted.
Duplication of information in the protocol document should be avoided. Please reference appropriate sections where the detailed information can be located. For example:
· Early termination rules can be described in the Study Design or Statistical Considerations sections with reference to the other section as appropriate 
· If you are removing a subject from protocol therapy for progressive disease, reference Section 6.2 for criteria
For assistance with this template or writing a protocol, you may contact the CCR Protocol Support Office at: nciprotocolsupportoffice@mail.nih.gov. We can format the tables, correct the outline, generate the table of contents, and review for current regulatory language.
Template language non-italicized, Guidelines/descriptions in italics


Abbreviated Title: (not to exceed 30 characters)
CC Protocol #: iRIS assigned number. Change to CC number after final initial approval. 
Other relevant assigned numbers such as IND sponsor, (CTEP NCI #), OSP, IBC when available.
Version Date: (updated with all subsequent amendments)
	The date that all editing of the document was completed or date editing began—be sure it is consistent throughout the protocol document. 
	Note: In iRIS, the iRIS version date should match the version date on the Face Sheet of the protocol.
NCT Number: provide when available

[bookmark: _Toc281240028]Title: (not to exceed 250 characters)
Title will consist of:
Clinical trial type (e.g., Phase 0, I, I/II, II, III, etc.) or Protocol type (Natural History, Screening, Tissue Acquisition, etc.),
Interventions to be used drug/s, device, procedure, observation, etc., and disease entity. 
Do not include the words “patient” or “treatment”.

Principal Investigator:
Note: All Key Study Personnel (associate investigators, referral contact, collaborators, etc.) participating in the protocol at this site (Clinical Center) should be listed separately on the Study Personnel Page and submitted to the IRB.  
List the affiliation, address, and contact information to include telephone, fax and email for the PI.


	NCI Principal Investigator:
	XXX  Branch
National Cancer Institute
Building 10, Rm XXXX
9000 Rockville Pike
Bethesda, MD 20892
Phone: XXXX
E-mail: XXXX



Investigational Agents:    
	Drug Name:
	

	IND Number:
	

	Sponsor:
	

	Manufacturer:
	



Commercial Agents: List commercial agents only that are used for testing the research hypothesis


[bookmark: _Toc281240047][bookmark: _Toc281240290]For multi-institutional protocols in which the NCI CCR is the Coordinating Center and/or Sponsor:
Provide name of the Coordinating Center
Provide name of the responsible Data Safety Monitoring Board (DSMB) or Safety Monitoring Committee (SMC) – this may be the NCI SMC or the Sponsor’s DSMB 




[bookmark: _Toc281240062][bookmark: _Toc288125051][bookmark: _Toc484520821][bookmark: _Toc459289322][bookmark: _Toc18572109]PRÉCIS (Limit to 5000 characters)

The purpose of this précis is for the Clinical Center to post this scientific summary on CT.gov. Content that is longer than 5000 characters will be truncated. Summary of the study should be in the form of bulleted statements organized under the 4 subheadings listed below:

[bookmark: _Toc281240063][bookmark: _Toc281240305]Background:
This section could include the rationale for trial, a description of drug (e.g., mechanism of action), information about the disease being studied
[bookmark: _Toc281240064][bookmark: _Toc281240306]Objectives:
[bookmark: _Toc281240065][bookmark: _Toc281240307]The primary objective(s) of the study should be listed in abbreviated form
[bookmark: _Toc281240066][bookmark: _Toc281240308]Eligibility:
Include the most significant criteria for patient selection such as age, diagnosis, disease status (stage, prognostic group), prior therapy, exceptions to normal organ function
[bookmark: _Toc281240067][bookmark: _Toc281240309]Design:
Phase of trial, design of the trial, dose/schedule of drugs for each arm, randomization, planned statistical analysis for primary endpoint, number of patients to be enrolled
[bookmark: _Toc484520822][bookmark: _Toc459289323][bookmark: _Toc18572110]
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[bookmark: _Toc18572111][bookmark: _Toc281240068][bookmark: _Toc281240310][bookmark: _Toc288125052][bookmark: _Ref417028218][bookmark: _Toc484520823][bookmark: _Toc459289324]STATEMENT OF COMPLIANCE
[bookmark: _Hlk18484866]Add the following section to new protocols that are submitted from 09/2019.
Per NIH IRBO:  
Provide a statement that the trial will be conducted in compliance with the protocol, International Conference on Harmonisation Good Clinical Practice (ICH GCP) and applicable state, local and federal regulatory requirements. Each engaged institution must have a current Federal-Wide Assurance (FWA) issued by the Office for Human Research Protections (OHRP) and must provide this protocol and the associated informed consent documents and recruitment materials for review and approval by an appropriate Institutional Review Board (IRB) or Ethics Committee (EC) registered with OHRP. Any amendments to the protocol or consent materials must also be approved before implementation. Suggested language: 
The trial will be carried out in accordance with International Conference on Harmonisation Good Clinical Practice (ICH GCP) and the following: 
· United States (US) Code of Federal Regulations (CFR) applicable to clinical studies (45 CFR Part 46, 21 CFR Part 50, 21 CFR Part 56, 21 CFR Part 312, and/or 21 CFR Part 812) 
National Institutes of Health (NIH)-funded investigators and clinical trial site staff who are responsible for the conduct, management, or oversight of NIH-funded clinical trials have completed Human Subjects Protection and ICH GCP Training.
The protocol, informed consent form(s), recruitment materials, and all participant materials will be submitted to the Institutional Review Board (IRB) for review and approval.  Approval of both the protocol and the consent form must be obtained before any participant is enrolled.  Any amendment to the protocol will require review and approval by the IRB before the changes are implemented to the study.  In addition, all changes to the consent form will be IRB-approved; a determination will be made regarding whether a new consent needs to be obtained from participants who provided consent, using a previously approved consent form.

[bookmark: _Toc18572112]INTRODUCTION
[bookmark: _Toc250632156][bookmark: _Toc281240069][bookmark: _Toc281240311][bookmark: _Toc288125053][bookmark: _Toc484520824][bookmark: _Toc459289325][bookmark: _Toc18572113]Study Objectives
State in bullet form the primary and secondary study objectives. Objectives should be tied to measurable endpoints described in subsequent sections of the protocol (e.g., statistical considerations section, maximum tolerated dose (MTD), survival, response, surrogate markers) and all endpoints must be clearly defined.
[bookmark: _Toc250632157][bookmark: _Toc281240070][bookmark: _Toc281240312][bookmark: _Toc288125054][bookmark: _Toc484520825][bookmark: _Toc459289326][bookmark: _Toc18572114]Primary Objective
The primary objective provides the major focus of the study and takes priority over other aspects of the study and drives statistical analyses.
[bookmark: _Toc250632158][bookmark: _Toc281240071][bookmark: _Toc281240313][bookmark: _Toc288125055][bookmark: _Toc484520826][bookmark: _Toc459289327][bookmark: _Toc18572115]Secondary Objective(s)
Secondary objectives allow for investigation of contributory questions that while scientifically important, do not have the same significance as the primary objective(s).
[bookmark: _Toc484520827][bookmark: _Toc514656363][bookmark: _Toc18572116][bookmark: _Toc250632159][bookmark: _Toc281240072][bookmark: _Toc281240314][bookmark: _Toc288125056][bookmark: _Toc484520828][bookmark: _Toc459289328]Exploratory Objective(s)
The results of these objectives do not require reporting on clinicaltrials.gov.
[bookmark: _Toc18572117]Background and Rationale
State the problem or question under study (e.g., describe the disease and current limitations of knowledge or therapy). Provide relevant scientific background: experimental and clinical rationale, description of supportive clinical studies including toxicities of drugs or procedures, justification for specific study design, and description of alternative treatment approaches (i.e., both standard care and state of the art). Include key references, but not a complete literature review.

[bookmark: _Toc250632160][bookmark: _Toc281240073][bookmark: _Toc281240315][bookmark: _Toc288125057][bookmark: _Toc484520829][bookmark: _Toc459289329][bookmark: _Toc18572118]ELIGIBILITY ASSESSMENT AND ENROLLMENT 
[bookmark: _Toc250632161][bookmark: _Toc281240074][bookmark: _Toc281240316][bookmark: _Toc288125058][bookmark: _Toc484520830][bookmark: _Toc459289330][bookmark: _Toc18572119]Eligibility Criteria
Divide into inclusion and exclusion criteria and employ a numbered checklist format. Avoid overlap between inclusion and exclusion sections (e.g., inclusion - free of opportunistic infections; exclusion - presence of an opportunistic infection). Sample criteria are listed below and should be modified as appropriate for your protocol.
[bookmark: _Toc250632162][bookmark: _Toc281240075][bookmark: _Toc281240317][bookmark: _Toc288125059][bookmark: _Toc484520831][bookmark: _Toc459289331][bookmark: _Toc18572120]Inclusion Criteria
[bookmark: _Toc250632163][bookmark: _Toc281240076][bookmark: _Toc281240318]Patients must have histologically or cytologically confirmed (insert disease). Optional to add: confirmed by the (insert institute, such as Laboratory of Pathology, NCI)
Please insert appropriate criteria for the particular patient population. Note: Lesions are either measurable or non-measurable using the criteria provided in Section 6.2. The term “evaluable” in reference to measurability will not be used because it does not provide additional meaning or accuracy. Suggested text is provided below. 
Patients must have measurable disease, per RECIST 1.1. See Section 6.3 for the evaluation of measurable disease.
Please insert appropriate criteria for diseases other than solid tumors. Criteria for selected hematologic malignancies can be found in the following references: J Clin Oncol 17(4):1244-53, 1999 (non-Hodgkin's lymphoma); J Clin Oncol 8(5):813-19, 1990 (acute myeloid leukemia); and Blood 887(12):4990-97, 1996 (chronic lymphocytic leukemia).
	Please state allowable type and amount of prior therapy. Define as appropriate any limitations on prior therapy and the time from last prior regimen (e.g., no more than 6 cycles of an alkylating agent; no more than 450 mg/m2 doxorubicin for agents with expected cumulative cardiotoxicity). Include separate definitions for duration as needed (e.g., at least 4 weeks since prior chemotherapy or radiation therapy, 6 weeks if the last regimen included BCNU or mitomycin C). Include site/total dose for prior radiation exposure as needed (e.g., no more than 3000 cGy to fields including substantial marrow).
Age >18 years. Please state reason for age restriction. If applicable, the following text can be used.
Because no dosing or adverse event data are currently available on the use of (insert study drug) in combination with [other agents] in patients <18 years of age, children are excluded from this study, but will be eligible for future pediatric trials.
ECOG performance status <2 (Karnofsky >60%, see Appendix A).
Patients must have adequate organ and marrow function as defined below: 
· leukocytes						>3,000/mcL
· absolute neutrophil count		>1,500/mcL
· platelets							>100,000/mcL
· total bilirubin					within normal institutional limits
· AST(SGOT)/ALT(SGPT)		<2.5 X institutional upper limit of normal
· creatinine						within normal institutional limits
	OR
· creatinine clearance				>60 mL/min/1.73 m2 for patients with creatinine levels above institutional normal.
Patients with treated brain metastases are eligible if follow-up brain imaging after central nervous system (CNS)-directed therapy shows no evidence of progression.  (Note:  In specific trials, it may be necessary to add a time factor regarding the follow-up brain imaging, but this should be as lenient as medically indicated.)
Patients with new or progressive brain metastases (active brain metastases) or leptomeningeal disease are eligible if the treating physician determines that immediate CNS specific treatment is not required and is unlikely to be required during the first cycle of therapy.
The following 3 criteria are suggested if HIV/HBV/HCV status is relevant to the protocol.  If these subjects are to be excluded, please indicate in the exclusion criteria and provide a scientific justification for the exclusion of HIV + subjects .
0. Human immunodeficiency virus (HIV)-infected patients on effective anti-retroviral therapy with undetectable viral load within 6 months are eligible for this trial.
0. For patients with evidence of chronic hepatitis B virus (HBV) infection, the HBV viral load must be undetectable on suppressive therapy, if indicated.
0. Patients with a history of hepatitis C virus (HCV) infection must have been treated and cured.  For patients with HCV infection who are currently on treatment, they are eligible if they have an undetectable HCV viral load.
Please insert other appropriate eligibility criteria.
Please use or modify the following paragraph as appropriate.

The effects of (study drug) on the developing human fetus are unknown. For this reason and because Agent Class agents as well as other therapeutic agents used in this trial are known to be teratogenic, women of child-bearing potential and men must agree to use adequate contraception (hormonal or barrier method of birth control; abstinence) prior to study entry and for the duration of study participation. Should a woman become pregnant or suspect she is pregnant while she or her partner is participating in this study, she should inform her treating physician immediately.

Ability of subject (insert only if applicable: or Legally Authorized Representative (LAR)) to understand and the willingness to sign a written informed consent document.
[bookmark: _Toc288125060][bookmark: _Toc484520832][bookmark: _Toc459289332][bookmark: _Toc18572121]Exclusion Criteria
Patients who are receiving any other investigational agents.
History of allergic reactions attributed to compounds of similar chemical or biologic composition to (study agent) or other agents used in study.
Please state appropriate exclusion criteria relating to concomitant medications or substances that have the potential to affect the activity or pharmacokinetics of the study agent(s). Examples of such agents or substances include those that interact through the CYP450 isoenzyme system or other sources of drug interactions (e.g., P-glycoprotein). Specifically excluded substances may be listed below, stated in Section 11 (Pharmaceutical Information), and presented as an appendix. If appropriate, the following text concerning CYP450 interactions may be used or modified.
Patients receiving any medications or substances that are inhibitors or inducers of specify CYP450 enzyme(s) are ineligible. Lists including medications and substances known or with the potential to interact with the specified CYP450 enzyme(s) isoenzymes are provided in Appendix (#/letter).
Uncontrolled intercurrent illness including, but not limited to, ongoing or active infection, symptomatic congestive heart failure, unstable angina pectoris, cardiac arrhythmia, or psychiatric illness/social situations (within timeframe) that would limit compliance with study requirements.
The investigator(s) must state a medical or scientific reason if pregnant or nursing patients will be excluded from the study. Suggested text is provided below:
Pregnant women are excluded from this study because (Study Agent) is a/an Agent Class agent with the potential for teratogenic or abortifacient effects. Because there is an unknown but potential risk for adverse events in nursing infants secondary to treatment of the mother with (Study Agent), breastfeeding should be discontinued if the mother is treated with (Study Agent). These potential risks may also apply to other agents used in this study.


Please insert other appropriate agent-specific exclusion criteria.
[bookmark: _Toc281240077][bookmark: _Toc281240319][bookmark: _Toc288125061][bookmark: _Toc484520833][bookmark: _Toc459289333][bookmark: _Toc18572122]Recruitment Strategies
Describe how participants will be identified, note efforts to include under-represented minorities. [Include for all trials posted on clinicaltrials.gov] This study will be posted on NIH websites [add for treatment trials] and on NIH social media forums.  Add any other ways you will advertise the study as well as how potential subjects might be selected to be contacted or referred to you. These can include referrals from physicians, drawing from populations in NIH Clinics, etc. Recruitment advertisements and letters must be submitted to the IRB.
[bookmark: _Toc250632164][bookmark: _Toc281240078][bookmark: _Toc281240320][bookmark: _Toc288125062][bookmark: _Toc484520834][bookmark: _Toc459289334][bookmark: _Toc18572123]Screening Evaluation
Add the following sections to protocols that are under the revised common rule.  The list may be tailored per protocol.
[bookmark: _Toc18572124]Screening activities performed prior to obtaining informed consent
Minimal risk activities that may be performed before the subject has signed a consent include the following: 
· Email, written, in person or telephone communications with prospective subjects 
· Review of existing medical records to include H&P, laboratory studies, etc.  
· Review of existing  MRI, x-ray, or CT images
· Review of existing photographs or videos
· Review of existing pathology specimens/reports from a specimen obtained for diagnostic purposes
[bookmark: _Toc18572125]Screening activities performed after a consent for screening has been signed
The following activities will be performed only after the subject has signed [if 2 part registration and screening on this protocol] the consent for this study for screening. [OR if using another study for consent], the consent for study # ___________ on which screening activities will be performed. [Add if applicable]Assessments performed at outside facilities or on another NIH protocol within the timeframes below may also be used to determine eligibility once a patient has signed the consent.
In numbered outline format, describe the required evaluations to confirm study eligibility prior to patient receiving any study intervention on the protocol: e.g. clinical evaluation, laboratory evaluation, radiology and nuclear medicine tests, special studies (ECG, EEG, pulmonary function tests), and pathological/tissue evaluation (describe required special stains/ molecular diagnostic procedures for pathological specimens and responsible laboratory). Specify time frame for completion of studies (e.g. all studies must be completed within 6 weeks prior to enrolling onto the protocol). Screening procedures may be performed on a CCR screening protocol. For baseline evaluations, please see section 2.5. 
[bookmark: _Toc250632165][bookmark: _Toc250632166][bookmark: _Toc250632167][bookmark: _Toc281240079][bookmark: _Toc281240321][bookmark: _Toc288125063][bookmark: _Toc484520835][bookmark: _Toc459289335][bookmark: _Ref11827711][bookmark: _Toc18572126]Registration Procedures
All patients must be registered on study once study consent has been obtained. This is typically done after eligibility has been confirmed. The following template language is to be used for studies being conducted in the CCR only:

For protocols enrolling only at the Clinical Center and using a separate screening protocol: 
Authorized staff must register an eligible candidate with NCI Central Registration Office (CRO) within 24 hours of signing consent.  A registration Eligibility Checklist from the web site (http://home.ccr.cancer.gov/intra/eligibility/welcome.htm) must be completed and sent via encrypted email to:  NCI Central Registration Office ncicentralregistration-l@mail.nih.gov.  After confirmation of eligibility at Central Registration Office, CRO staff will call pharmacy to advise them of the acceptance of the patient on the protocol prior to the release of any investigational agents (if applicable).  Verification of Registration will be forwarded electronically via e-mail to the research team. A recorder is available during non-working hours. 
Please note, it is very important for all registrars to request encrypted e-mail from NIH Help Desk, since the verification of registration includes patient’s information. 
For protocols enrolling only at the Clinical Center but screening as a part of this specific study:
Registration will be a two-part process as patients are screened on this protocol. Authorized staff must register an eligible candidate with NCI Central Registration Office (CRO) within 24 hours of signing consent. To initially register a subject after the participant has signed the consent, complete the top portion of the registration Eligibility Checklist from the website (http://home.ccr.cancer.gov/intra/eligibility/welcome.htm) indicating that the patient is being registered for screening and send via encrypted email to: NCI Central Registration Office ncicentralregistration-l@mail.nih.gov. Once eligibility is confirmed after completion of screening studies, complete the remainder of the form which is the eligibility checklist, indicating that the patient is being registered for treatment and email the completed registration checklist to the CRO at NCI Central Registration Office ncicentralregistration-l@mail.nih.gov.  After confirmation of eligibility at Central Registration Office, CRO staff will call pharmacy to advise them of the acceptance of the patient on the protocol prior to the release of any investigational agents.  Verification of Registration will be forwarded electronically via e-mail to the research team. A recorder is available during non-working hours. 
Subjects that do not meet screening criteria should be removed from the study following the procedure in section 3.9.2.
For multi-site studies where CCR is the Coordinating Center: All patients must be registered on study. 
[bookmark: _Toc281240080][bookmark: _Toc281240322][bookmark: _Toc484520836][bookmark: _Toc459289336][bookmark: _Toc18572127]For Participating Site Registration
[bookmark: _Toc281240081][bookmark: _Toc281240323]Registration will be a two part process as patients are screened on this protocol. A protocol registration form will be supplied by the CCR study coordinator and updates will be provided as needed. To initially register a subject, after the participant has signed consent, complete the top portion of the form and send to CCR study coordinator. Once eligibility is confirmed, after completion of screening studies, complete the remainder of the form which is the eligibility checklist, indicating that the patient is being registered for treatment and send to CCR study coordinator. In addition, source documents supporting the eligibility criteria must be sent to the CCR study coordinator. The CCR study coordinator will notify you either by e-mail or fax that the protocol registration form has been received which will include the unique patient/subject ID number. Questions about eligibility should be directed to the CCR study coordinator or PI. Questions related to registration should be directed to the CCR study coordinator. 
Subjects that do not meet screening criteria should be removed from the study following the procedure in section 3.9.2.
[bookmark: _Toc467166643][bookmark: _Toc15296790][bookmark: _Toc18572128][bookmark: _Toc281240083][bookmark: _Toc281240325][bookmark: _Toc288125064][bookmark: _Toc484520837][bookmark: _Toc514656373][bookmark: _Ref11827677]Screen Failures
Add the following section to new protocols that are submitted from 09/2019-forward.
Per NIH IRBO:  
Participants who are consented to participate in the clinical trial, who do not meet one or more criteria required for participation in the trial during the screening procedures, are considered screen failures.  Indicate how screen failures will be handled in the trial, including conditions and criteria upon which re-screening is acceptable, when applicable.
Example text provided as a guide, customize as needed:  
Screen failures are defined as participants who consent to participate in the clinical trial but are not subsequently assigned to the study intervention or entered in the study. A minimal set of screen failure information is required to ensure transparent reporting of screen failure participants, to meet the Consolidated Standards of Reporting Trials (CONSORT) publishing requirements and to respond to queries from regulatory authorities. Minimal information includes demography, screen failure details, eligibility criteria, and any serious adverse event (SAE).
Individuals who do not meet the criteria for participation in this trial (screen failure) because of a <specify modifiable factor> may be rescreened. Rescreened participants should be assigned the same participant number as for the initial screening.
[bookmark: _Toc18572129]Treatment Assignment and Randomization/Stratification Procedures
For all protocols, include the tables below in your study.  Below are definitions to use consistently throughout the protocol document. 
Arm: a specific treatment or intervention (or no treatment/intervention) offered to subjects on the study.

Cohort: a group of subjects who share a common defining characteristic (e.g., a specific disease). The characteristic is known at the time of study entry, and defines the treatments (arms) which will be made available to subjects who have that characteristic.

Randomization: a strategy in which subjects are assigned to arms by chance. By definition, studies with randomization(s) have more than one arm.

Stratification: a method of attempting to ensure equal distribution of arms within subgroups of study subjects (strata) during randomization. Stratification aims to prevent characteristics which might influence differences in efficacy from biasing the analysis of efficacy results between arms. By definition, stratification only occurs in randomized studies.

Stratification factor: a defining characteristic of a group of subjects, similar to that of a cohort. The difference is that a cohort is a macro-level distinction, and defines which arms are even available to a subject; a stratification factor is only considered after a subject is already in a cohort and is ready to be randomized, and helps ensure that the cohort’s available arms are equally distributed within subgroups of subjects.
The content in these tables is an example.
Cohorts
	Number
	Name
	Description

	1
	First cohort
	Patients with first condition

	2
	Second cohort
	Patients with second condition



Arms
	Number
	Name
	Description

	1
	Standard therapy
	Standard treatment

	2
	Experimental therapy
	Standard treatment with experimental treatment added



Stratifications
	Name
	Distinct Options
	Notes

	Metastatic disease
	Yes
No
	

	Prior transplant
	Yes
No
	



Randomization and Arm Assignment
If applicable, describe the study arms, the randomization points (i.e. at study entry or later), and the criteria for patient stratification. Describe the procedure to assign patients to a treatment arm and the name and phone number of person performing randomization. A flow sheet is highly recommended. Patients should be analyzed according to treatment assigned, not by treatment actually received. Randomization can be performed by the CRO.
Example:
Patients in cohort 1 will be randomized between arms 1 and 2, stratifying for metastatic disease prior transplant.
Patients in cohort 2 will be directly assigned to arm 2.
[bookmark: _Toc281240084][bookmark: _Toc281240326][bookmark: _Toc288125065][bookmark: _Toc484520838][bookmark: _Toc459289338][bookmark: _Toc18572130]Baseline Evaluation
In outline format, describe the required baseline measurements to be done when the patient enrolls on the protocol: e.g. clinical evaluation, specialty consults, laboratory evaluation (include handling instructions for research samples in section XX), radiology and nuclear medicine tests, special studies (ECG, EEG, pulmonary function tests), and pathological/tissue evaluation (describe required special stains/ molecular diagnostic procedures for pathological specimens and responsible laboratory; include handling instructions for all research specimens in section XX). Specify time frame for completion of studies (e.g. all studies must be completed within X weeks of first dose of drug or registration).

[bookmark: _Toc250632168][bookmark: _Toc281240085][bookmark: _Toc281240327][bookmark: _Toc288125066][bookmark: _Toc484520839][bookmark: _Toc459289339][bookmark: _Toc18572131]STUDY IMPLEMENTATION
[bookmark: _Toc250632169][bookmark: _Toc281240086][bookmark: _Toc281240328][bookmark: _Toc288125067][bookmark: _Toc484520840][bookmark: _Toc459289340][bookmark: _Toc18572132]Study Design
Describe research study design. A schema is highly recommended for therapy protocols. 
For Phase 1 Studies, include the following sections:
[bookmark: _Toc281240087][bookmark: _Toc281240329][bookmark: _Toc288125068][bookmark: _Toc484520841][bookmark: _Toc459289341][bookmark: _Toc18572133]Dose Limiting Toxicity
Define the dose limiting toxicities.
[bookmark: _Toc281240088][bookmark: _Toc281240330][bookmark: _Toc288125069][bookmark: _Toc484520842][bookmark: _Toc459289342][bookmark: _Toc18572134]Dose Escalation
Describe how dose escalation will occur. Define criteria for dose escalation and maximum tolerated dose (MTD). Define which cycles will be used for determination of DLT. State the minimum length of time the last subject in a dose level must have been under therapy before the first subject can be enrolled on the next higher dose level and the minimum length of time between each patient within a dose level. 
For phase 1 multi-center trials in which the NCI is the coordinating center, include a communication plan to ensure determination of dose assignment and MTD and DLT determination.
Sample language for 3 + 3 design:
Dose escalation will proceed in cohorts of 3–6 patients. The MTD is the dose level at which no more than 1 of up to 6 patients experience DLT during insert cycles of treatment, and the dose below that at which at least 2 (of ≤6) patients have DLT as a result of the drug. If a patient did not experience DLT and did not finish treatment, he or she will not be evaluable for toxicity and will be replaced in the dose level (include X number of inevaluable patients in your accrual ceiling).
Sample dose escalation table.
	Dose Escalation Schedule

	Dose Level
	Dose of IND Agent * 

	Level 1
	

	Level 2
	

	Level 3
	

	Level 4
	

	Level 5
	

	* Doses are stated as exact dose in units (e.g., mg/m2, mcg/kg, etc.) rather than as a percentage.



Dose escalation will follow the rules outlined in the Table below.
Sample table
	Number of Patients with DLT
at a Given Dose Level
	Escalation Decision Rule

	0 out of 3
	Enter up to 3 patients at the next dose level

	> 2
	Dose escalation will be stopped. This dose level will be declared the maximally administered dose (highest dose administered). Up to three (3) additional patients will be entered at the next lowest dose level if only 3 patients were treated previously at that dose.

	1 out of 3
	Enter up to 3 more patients at this dose level.
· If 0 of these 3 patients experience DLT, proceed to the next dose level.
· If 1 or more of this group suffer DLT, then dose escalation is stopped, and this dose is declared the maximally administered dose. UP to three (3) additional patients will be entered at the next lowest dose level if only 3 patients were treated previously at that dose.

	<1 out of 6 at highest dose level below the maximally administered dose
	This is the MTD and is generally the recommended phase 2 dose. At least 6 patients must be entered at the recommended phase 2 dose.


[bookmark: _Toc250632170][bookmark: _Toc281240089][bookmark: _Toc281240331][bookmark: _Toc288125070][bookmark: _Toc484520843][bookmark: _Toc459289343][bookmark: _Toc18572135]Drug Administration
Describe fully and clearly how all study drugs are prepared and administered, including special precautions. Descriptions should be in chronological order, clearly divided by study arm, and phase (e.g., induction, maintenance) or dose level. It may be helpful to use bulleted format for clarity.
Pharmacists who write the order sets and nurses who administer the therapy must be able to clearly understand this section. For IND agents, only persons listed on the FDA form 1572 can order investigational agent. For CTEP protocols, only physicians registered with CTEP can order investigational agent.
Self Administered Study Drugs: Policy, procedures and forms are available on the CCR Intranet for internal monitoring for study drug compliance and accountability at the CCR Intranet site:
http://home.ccr.cancer.gov/intra/clin_ops/policies/.
This information should be included as part of the protocol plan.
[bookmark: _Toc250632171][bookmark: _Toc281240090][bookmark: _Toc281240332][bookmark: _Toc288125071][bookmark: _Toc484520844][bookmark: _Toc459289344][bookmark: _Toc18572136]Dose Modifications
Describe fully the criteria for dose modifications and/or other modifications made in response to toxicity. It may be helpful to use bulleted or table format for clarity.
[bookmark: _Toc281240091][bookmark: _Toc281240333][bookmark: _Toc288125072][bookmark: _Toc484520845][bookmark: _Toc459289345][bookmark: _Toc18572137]Questionnaires (if applicable)
Describe questionnaires or other psychological instruments that will be collected and estimate how long they will take to complete, and whether they address sensitive topics. Address what will be done with the questionnaire once the data is abstracted (such as shred.) Copies should be attached as appendices. Please note that since most of these instruments are under copyright, permission to use or license agreement must be obtained first. 
Do not use this section if not a component of this protocol plan.
Abbreviated Title:		69
Version Date:



[bookmark: _Toc250632173][bookmark: _Toc281240092][bookmark: _Toc281240334][bookmark: _Toc288125073][bookmark: _Toc484520846][bookmark: _Toc459289346][bookmark: _Toc18572138]Study Calendar
In a table format, describe all evaluations required from screening, baseline through end of follow-up period. Include all necessary evaluations. The Study Calendar should be limited to a single page document. If study has 2 or more cohorts, then a study calendar for each cohort is desirable. 

Sample Calendar:
	Procedure
	Screening
	Baseline
	Cycle 1
	Subsequent Cycles
	End of treatment visit1
	Post Therapy Follow-up

	
	
	
	Day X
	Day X
	Day X
	Day X
	Day X
	Day X
	Day X
	Day X 
	
	

	History and PE
	
	
	
	
	
	
	
	
	
	
	
	

	Vital signs
	
	
	
	
	
	
	
	
	
	
	
	

	Performance Score
	
	
	
	
	
	
	
	
	
	
	
	

	Labs (list specific labs)
	
	
	
	
	
	
	
	
	
	
	
	

	Biopsies
	
	
	
	
	
	
	
	
	
	
	
	

	Correlative Research Studies 
	
	
	
	
	
	
	
	
	
	
	
	

	PK/PD 
	
	
	
	
	
	
	
	
	
	
	
	

	NIH Advance Directives Form2
	
	
	
	
	
	
	
	
	
	
	
	

	Radiological Assessments (list specific studies)
	
	
	
	
	
	
	
	
	
	
	
	

	Other Specific Assessments (such as EKG/ECHO, Audiology, PFT)
	
	
	
	
	
	
	
	
	
	
	
	

	Response Evaluation1
	
	
	
	
	
	
	
	
	
	
	
	

	Adverse Events
	
	
	X
	
	
	
	
	
	
	
	
	

	Concomitant Medications
	
	
	X
	
	
	
	
	
	
	
	
	


Use footnotes as appropriate (e.g., 1 response assessment to be done every other cycle)
Suggested Language (Tailor per protocol)
1. [bookmark: _Hlk10706497]End of treatment visit will occur approximately [# of weeks/days; [minimum of the shorter of 30 days or 10 half-lives of the study agent, intervention, rounded UP to the nearest whole day] after the last dose of study therapy. (It can be longer depending on the specific agent and protocol.) If the patient cannot return to the Clinical Center for this visit, a request will be made to collect required clinical labs (specify as needed) from a local physician or laboratory. If this is not possible, patients may be assessed by telephone for symptoms.
2. As indicated in section 10.3, all subjects ≥ age 18 will be offered the opportunity to complete an NIH advance directives form. This should be done preferably at baseline but can be done at any time during the study as long as the capacity to do so is retained. The completion of the form is strongly recommended, but is not required.



[bookmark: _Toc250632175][bookmark: _Toc281240094][bookmark: _Toc281240336][bookmark: _Toc288125074][bookmark: _Toc484520847][bookmark: _Toc459289347][bookmark: _Toc18572139]Surgical Guidelines (if applicable)
If complex, describe details in an appendix.
Do not use this section if not a component of this protocol plan.
[bookmark: _Toc250632176][bookmark: _Toc281240095][bookmark: _Toc281240337][bookmark: _Toc288125075][bookmark: _Toc484520848][bookmark: _Toc459289348][bookmark: _Toc18572140]Radiation Therapy Guidelines (if Applicable)
If complex, describe details in an appendix.
Do not use this section if not a component of this protocol plan.
[bookmark: _Toc18572141][bookmark: _Toc281240096][bookmark: _Toc281240338][bookmark: _Toc288125076][bookmark: _Toc484520849][bookmark: _Toc459289349]Cost and Compensation 
Add the following to new protocols that are submitted from 09/2019-forward.
Per NIH IRBO:  
[bookmark: _Toc18572142]Costs
Describe and justify any costs that subject’s (or subject’s insurance) may be responsible for because of participation in the research (e.g., study procedure/drug/device and/or standard of care).  Include costs to include if there are unexpected complications/hospitalization transfer that may occur to other hospitals.
Suggested text, revise as needed:
There are no anticipated costs to subjects (or to subjects’ insurance) because of participation in this trial.    
[bookmark: _Toc18572143]Compensation
· Describe the payment method (e.g., cash, check) and include how much money will be provided and for what activities, as well as when (timing) compensation will be provided. 
· For pediatric participants, describe whom will be paid (minor or parent/guardian)
· For incapacitated adults, state if payment will be to participant or to LAR/guardian
· Describe how compensation will be prorated if there are multiple research activities or if a subject withdraws from the study before finishing.
· For NIH employees refer to OHSRP SOP 14F
Include text if applicable.
[bookmark: _Toc18572144][bookmark: _Hlk5788603]Reimbursement 
· Describe any reimbursement that might be provided (e.g., travel expenses such as hotel or mileage), as applicable, and the process for reimbursement (e.g., collection of receipt).
· Describe whether there is any reimbursement for escort
This study offers subject reimbursement or payment for travel, lodging and/or meals while participating in the research. The amount, if any, is guided by NIH policies and guidelines.
The NCI generally does not cover expenses during screening.  If a subject is scheduled for and begins treatment/intervention [PICK ONE], the NCI will cover the cost for some of the expenses. Some of these costs may be paid directly by the NIH and some may be reimbursed to the subject.  Someone will work with subjects to provide more information.

The NCI generally does not cover expenses during screening.  If a subject is scheduled for and begins treatment/intervention [PICK ONE], the NCI will cover the cost for some of the expenses. Someone will work with subjects to provide more information. 

[bookmark: _Hlk1648770][bookmark: _Hlk536712848]On this study, the NCI will cover the cost for some of the expenses.  Some of the costs may be paid directly by the NIH and some may be reimbursed to the subject.  Someone will work with subjects to provide more information.
[bookmark: _Toc250632177][bookmark: _Toc281240097][bookmark: _Toc281240339][bookmark: _Toc288125077][bookmark: _Ref477363529][bookmark: _Ref477363540][bookmark: _Ref477363552][bookmark: _Toc484520850][bookmark: _Toc459289350][bookmark: _Toc18572145]Criteria for Removal from Protocol Therapy and Off Study Criteria
[bookmark: _Hlk10706572][bookmark: _Hlk10046096]Prior to removal from study, effort must be made to have all subjects complete a safety visit approximately [# of weeks/days; [minimum of the shorter of 30 days or 10 half-lives of the study agent, intervention, rounded UP to the nearest whole day] after the last dose of study therapy. (It can be longer depending on the specific agent and protocol).
[bookmark: _Toc281240098][bookmark: _Toc281240340][bookmark: _Toc288125078][bookmark: _Toc484520851][bookmark: _Toc459289351][bookmark: _Toc18572146]Criteria for removal from protocol therapy
Please list in bulleted format, the criteria that take the subject off active protocol therapy. When a subject is taken off protocol therapy, data is still collected to meet protocol objectives. Subjects who are off protocol therapy are to be followed until they meet the criteria for Off Study (see below).
Note: A subject may complete protocol therapy, but still be followed for other endpoints (e.g., overall survival). The calendar of events (Section 3.5) should include all activities and procedures that will be done during the follow-up period.
Sample criteria:
· Completion of protocol therapy
· Progressive disease
· Participant requests to be withdrawn from active therapy
· Unacceptable Toxicity as defined in section XXXX
· Investigator discretion
· Positive pregnancy test
[bookmark: _Toc250632179][bookmark: _Toc281240099][bookmark: _Toc281240341][bookmark: _Toc288125079][bookmark: _Ref442195988][bookmark: _Toc484520852][bookmark: _Toc459289352][bookmark: _Toc18572147]Off-Study Criteria
Please list in bulleted format, the criteria that take the subject off study. This can include, but is not limited to, criteria such as: completed 30-day follow-up period, subject withdrawal from follow-up period. Once a subject is taken off study, no further data can be collected. 
Note: for gene therapy/recombinant DNA studies, it may be helpful to have a long-term follow-up protocol that subjects will enroll on once off-study criteria are met, since study objectives will have been met. This is to allow for the current long-term regulatory follow-up that is needed for most of these studies.
Sample criteria:
· Completed study follow-up period
· Participant requests to be withdrawn from study
· Death
· Screen failure
[bookmark: _Toc15296813][bookmark: _Toc18572148][bookmark: _Toc484520853][bookmark: _Toc514656389][bookmark: _Ref11827729]Lost to Follow-up
Add this section to new protocols that are submitted from 09/2019-forward if loss to follow-up is one of the criteria you have used.  The information is optional for amendments; however, may be noted during IRB review of an amendment.  
Per NIH IRBO:  
· The protocol should describe the nature and duration of study follow-up. Validity of the study is a potential issue when participants are lost to follow-up, as information that is important to the endpoint evaluation is then lost. Participants are considered lost to follow-up when they stop reporting to scheduled study visits and cannot be reached to complete all protocol-required study procedures. Describe the plans to minimize loss to follow-up and missing data. If the study team intends to engage the serviced of a 3rd party to attempt to find lost subjects, this should be described.
[bookmark: _Hlk15561776]Example text provided as a guide, customize as needed:  
A participant will be considered lost to follow-up if he or she fails to return for <specify number of visits> scheduled visits and is unable to be contacted by the study site staff. 
The following actions must be taken if a participant fails to return to the clinic for a required study visit:
· The site will attempt to contact the participant and reschedule the missed visit <specify time frame> and counsel the participant on the importance of maintaining the assigned visit schedule and ascertain if the participant wishes to and/or should continue in the study.
· Before a participant is deemed lost to follow-up, the investigator or designee will make every effort to regain contact with the participant (where possible, 3 telephone calls and, if necessary, a certified letter to the participant’s last known mailing address or local equivalent methods). These contact attempts should be documented in the participant’s medical record or study file. 
· Should the participant continue to be unreachable, he or she will be considered to have withdrawn from the study with a primary reason of lost to follow-up.
[bookmark: _Toc18572149]Off Protocol Therapy and Off-Study Procedure
When there is a status change in a subject (taken off protocol therapy or off study), the CRO must be notified. The following template language is recommended:
Authorized staff must notify Central Registration Office (CRO) when a subject is taken off protocol therapy and when a subject is taken off-study. A Participant Status Update Form from the website (http://home.ccr.cancer.gov/intra/eligibility/welcome.htm) main page must be completed and sent via encrypted email to:  NCI Central Registration Office ncicentralregistration-l@mail.nih.gov.

[bookmark: _Toc281240102][bookmark: _Toc281240344]For participating sites:
[bookmark: _Toc477363988][bookmark: _Toc484520854][bookmark: _Toc499033876][bookmark: _Toc504563206][bookmark: _Toc288125080][bookmark: _Toc484520855][bookmark: _Toc459289354]The Participant Status Update Form will be supplied by the CCR study coordinator. Send the completed form to the CCR study coordinator.

[bookmark: _Toc18572150]CONCOMITANT MEDICATIONS/MEASURES
Please state guidelines for use of concomitant medications or any additional appropriate supportive care medications or treatments. As appropriate, provide management guidelines for common disease and drug-related complications such as tumor lysis syndrome, development of organ dysfunction (e.g., renal dysfunction), infections/ fever and neutropenia, blood product support and cytokine support. Guidelines should be specific to the disease, intervention under study; not inclusive of all standard care elements. 
Please also include guidelines for specific medications or measures that are not allowed while on active treatment. For example, the potential for interaction with drug metabolizing enzyme systems (e.g. cytochrome P450) as well as any contraindicated therapies such as radiation therapy for bone metastasis during study participation should be addressed if applicable.
It may be helpful to use bulleted format or use sub-sections for clarity.

[bookmark: _Toc467166662][bookmark: _Toc467166663][bookmark: _Toc281240104][bookmark: _Toc281240346][bookmark: _Toc288125081][bookmark: _Toc484520856][bookmark: _Toc459289355][bookmark: _Toc18572151]BIOSPECIMEN COLLECTION
[bookmark: _Toc281240105][bookmark: _Toc281240347][bookmark: _Toc288125082][bookmark: _Toc484520857][bookmark: _Toc459289356][bookmark: _Toc18572152]Correlative Studies for Research/Pharmacokinetic Studies
Describe in detail each of the proposed scientific correlative studies- blood, serum, urine, tissue and imaging. Include:
· sampling time points (including samples required during follow-up period. For IV agents include if sampling time is during infusion and/or from end of infusion (EOI))
· type of tubes and number of tubes
· any special collection procedures (e.g. after collection invert tube 6 times gently, after blood drawn the tube will be put on ice and processed within 15 minutes.)
· processing procedures (e.g. centrifuge temperature, speed, time, duration and number of aliquots)
· information about who will pick up/process the samples
· shipping information of site/lab performing the analysis including specimen labeling information
· address whether cell lines will be created
· address whether specimens will be batched and performed retrospectively or performed in real time
Example of a table to use for specimens: 

	[bookmark: _Hlk516751997]Test/assay
	Volume blood (approx)
	Type of tube
	Collection point (+/- 48hrs)
	Location of specimen analysis

	Immune- monitoring
	100mls (baseline)
60mls (D1), 80mls (D8), 120mls (D29, 57) (for PBMC)
	EDTA
	Baseline, D1, 8, 29, D57 
	Greten Lab (Deliver to Dr. Figg’s lab)

	
	5-10mls (for serum)
	EDTA
	
	

	PK (pre & post with all six doses)
	3mls
	SST
	D1 8, 15, 29, 43, 57, 71 (D79, 85, 99, 112, 169, Final Visit
	Dr. Figg’s lab



Note: Pharmacokinetic Studies: Describe dose(s) to be monitored, sampling time points and sample handling procedures. Include type of specimen tubes, minimum blood volume, and person responsible for blood collection and transport. Include pharmacokinetic worksheet in an appendix.
Note: If there is an optional biopsy for research in the protocol, then the patient will consent at the time of the procedure. If the patient refuses the optional biopsy at that time, the refusal will be documented in the medical record and in the research record. 
[bookmark: _Toc281240106][bookmark: _Toc281240348]Note: the CC MEC policy on limits of blood drawn for purposes of research: 
[bookmark: _Toc281240107][bookmark: _Toc281240349]Adult Patients and Volunteers: Blood Drawing Limits for Research Purposes 

The amount of blood that may be drawn from adult patients and volunteers (i.e., those persons 18 years of age or older) for research purposes shall not exceed 10.5 mL/kg or 550 mL, whichever is smaller, over any eight week period. The amount of blood to be drawn from volunteers and the frequency of collection shall be specified in the clinical research protocol, and exceptions to the 10.5 mL/kg or 550 mL limitations shall be approved by the IRB. 

Pediatric Patients: Blood Drawing Limits for Research Purposes 
For pediatric patients, no more than 5 mL/kg may be drawn for research purposes in a single day, and no more than 9.5 mL/kg may be drawn over any eight-week period. 
[bookmark: _Toc250632185][bookmark: _Toc281240108][bookmark: _Toc281240350][bookmark: _Toc288125083][bookmark: _Toc484520858][bookmark: _Toc459289357][bookmark: _Toc18572153]Sample Storage, Tracking and Disposition
· Describe how the samples will be stored and tracked, including temperature, refrigerator or freezer conditions and monitoring, etc. The PI should clearly state how the samples will be labeled, including a statement of whether personal identifiers will or will not be used. As a general guideline personal identifiers should not be used on stored research samples in order to protect subject privacy. There may be exceptions to this general guideline, in which case the PI should clearly state why personal identifiers are necessary on the stored samples.
[bookmark: _Hlk517164826]Sample tracking language: Samples will be ordered in CRIS and tracked through a Clinical Trial Data Management system.  Should a CRIS screen not be available, the CRIS downtime procedures will be followed.  Samples will not be sent outside NIH without IRB notification and an executed MTA. 

· Address how long will the samples be stored
· Describe if there are any future anticipated uses
· For protocols studying existing sample/data sets, note whether the samples were originally collected for research or clinical practice. If obtained for research, include a description of the original purpose of the study and prior plans for sample storage. Was consent obtained that would be applicable to this study? (attach copy of original consent forms)
· Describe what will happen to the samples/specimens/data at the completion of the protocol. This protocol cannot be terminated until all samples have been transferred to another protocol or destroyed. For example: All specimens obtained in the protocol are used as defined in the protocol. Any specimens that are remaining at the completion of the protocol will be stored in the conditions described below. The study will remain open so long as sample or data analysis continues. Samples from consenting subjects will be stored until they are no longer of scientific value or if a subject withdraws consent for their continued use, at which time they will be destroyed. 
· Explain what will happen with the samples and data if the patient withdraws consent. For example: if the patient withdraws consent the participants data will be excluded from future distributions, but data that have already been distributed for approved research use will not be able to be retrieved.
· [bookmark: _Hlk12525822]Include a statement that the PI will report any loss or destruction of samples to the IRB. For example: The PI will record any loss or unanticipated destruction of samples as a deviation. Reporting will be per the requirements of section 7.2.
· 
[bookmark: _Toc281240109][bookmark: _Toc281240351][bookmark: _Toc288125084][bookmark: _Toc484520859][bookmark: _Toc459289358][bookmark: _Toc18572154]Samples for Genetic/Genomic Analysis
[bookmark: _Toc288125085][bookmark: _Toc484520860][bookmark: _Toc459289359][bookmark: _Toc18572155][bookmark: _Toc281240110][bookmark: _Toc281240352]Description of the scope of genetic/genomic analysis
· including epigenetics, GWAS studies, family/linkage studies (if applicable)(e.g.. whole genome sequencing or whole exome sequencing), 
· specify whether the analysis will consist of germline and/or somatic analysis, 
· specify what biospecimens will be used in this analysis (e.g. tumor or blood), 
[bookmark: _Toc281240111][bookmark: _Toc281240353][bookmark: _Toc288125086][bookmark: _Toc484520861][bookmark: _Toc459289360][bookmark: _Toc18572156]Description of how privacy and confidentiality of medical information/biological specimens will be maximized
· Will participant identifiers be attached to data, or will samples/data be coded or unlinked? Even if protected health information (PHI) is removed, how likely is potential identification?
· Description of any clinical/demographic information that will be collected (age, ethnicity, sex, diagnosis, stage, treatment, response to treatment)
· How might this information make specific individuals or families identifiable?
· If research data will be coded, how will access to the “key” for the code be limited? Include a list of security measures (password –protected database, locked drawer, other). List positions of persons with access to the key
· Will pedigrees be published? Include a description of measures to minimize the changes of identifying specific families.
· Will any personally identifiable information be released to third parties?
· Under what circumstances will data/samples be shared with other researchers?
· Will the data be deposited in a genomic database (e.g. dbGaP)
· Describe any additional features to protect confidentiality (such as obtaining a certificate of confidentiality).
[bookmark: _Toc281240112][bookmark: _Toc281240354][bookmark: _Toc288125087][bookmark: _Ref469058934][bookmark: _Toc484520862][bookmark: _Toc459289361][bookmark: _Toc18572157]Management of Results
· Discuss what specific results will be given to participants or their health care providers. In general, the results offered should be scientifically valid, confirmed, and should have significant implications for the subject’s health and well-being. 
· Address whether the confirmation laboratory is CLIA certified, and provide the CLIA certification number.
· Discuss the possibility of incidental findings and how you plan to determine which incidental findings you will return to patients (for example, if you were to discover a BCRA mutation, would you inform the patient?). An incidental result is a “finding concerning and individual research participant that has potential health or reproductive importance and is discovered in the course of conducting research but is beyond the aims of the study” (Wolf, et. al, JLME, 2008)
· Discuss how long you will look for incidental findings.
· Consider consulting an interdisciplinary group of staff to determine what findings will be returned to patients.
· Describe what meets the threshold for clinical and analytical validity and clinical utility. 
· Plans to return other forms of data—such as significant non-health-related data—should be built into the study design.
Suggested language:
[bookmark: _Hlk4142324]Subjects will be contacted if a clinically actionable gene variant is discovered. Clinically actionable findings for the purpose of this study are defined as disorders appearing in the American College of Medical Genetics and Genomics recommendations for the return of incidental findings that is current at the time of primary analysis. (A list of current guidelines is maintained on the CCR intranet: https://ccrod.cancer.gov/confluence/display/CCRCRO/Incidental+Findings+Lists). Subjects will be contacted at this time with a request to provide a blood sample to be sent to a CLIA certified laboratory. If the research findings are verified in the CLIA certified lab, the subject will be offered the opportunity to come to NIH (at our expense) to have genetic education and counseling to explain this result. If the subject does not want to come to NIH, a referral to a local genetic healthcare provider will be provided (at their expense).
This is the only time during the course of the study that incidental findings will be returned. No interrogations regarding clinically actionable findings will be made after the primary analysis.
[bookmark: _Toc281240113][bookmark: _Toc281240355][bookmark: _Toc288125088][bookmark: _Toc484520863][bookmark: _Toc459289362][bookmark: _Toc18572158]Genetic counseling
Describe who will do the genetic counseling, would counseling happen in person, and how it will be conducted. The process of identifying and disclosing research results should involve professionals with the appropriate expertise required to provide the participant with sufficient interpretive information.

[bookmark: _Toc281240114][bookmark: _Toc281240356][bookmark: _Toc288125089][bookmark: _Toc484520864][bookmark: _Toc459289363][bookmark: _Toc18572159][bookmark: _Toc250632193]DATA COLLECTION AND EVALUATION 
[bookmark: _Toc281240115][bookmark: _Toc281240357][bookmark: _Ref363041890][bookmark: _Toc288125090][bookmark: _Toc484520865][bookmark: _Toc459289364][bookmark: _Ref10011826][bookmark: _Toc18572160]Data Collection
Describe data collection procedures and either required forms or database to be used. Please identify if C3D, LabMatrix, or another data collection system will be used. 
The PI will be responsible for overseeing entry of data into an in-house password protected electronic system (insert database being used) and ensuring data accuracy, consistency and timeliness. The principal investigator, associate investigators/research nurses and/or a contracted data manager will assist with the data management efforts.  All data obtained during the conduct of the protocol will be kept in secure network drives or in approved alternative sites that comply with NIH security standards. Primary and final analyzed data will have identifiers so that research data can be attributed to an individual human subject participant.
All adverse events, including clinically significant abnormal findings on laboratory evaluations, regardless of severity, will be followed until return to baseline or stabilization of event. 
[bookmark: _Hlk10706648]Document AEs from the first study intervention, Study Day X, through X [minimum of the shorter of 30 days or 10 half-lives of the study agent, intervention, rounded UP to the nearest whole day, after the agent/intervention was last administered, or longer depending on the specific agent and protocol after the subject received the last product administration]  Use only if necessary Adverse events that are serious need to be recorded through [insert window]. Beyond [insert window] after the last intervention use only if necessary and through [insert window], only adverse events which are serious and related to the study intervention need to be recorded.

The following OPTIONAL language may be used if appropriate:
An abnormal laboratory value will be recorded in the database as an AE only if the laboratory abnormality is characterized by any of the following:
· Results in discontinuation from the study
· Is associated with clinical signs or symptoms 
· Requires treatment or any other therapeutic intervention
· Is associated with death or another serious adverse event, including hospitalization. 
· Is judged by the Investigator to be of significant clinical impact
· If any abnormal laboratory result is considered clinically significant, the investigator will provide details about the action taken with respect to the test drug and about the patient’s outcome.

End of study procedures: Data will be stored according to HHS, FDA regulations, and NIH Intramural Records Retention Schedule as applicable. 
Loss or destruction of data: Should we become aware that a major breach in our plan to protect subject confidentiality and trial data has occurred, this will be reported expeditiously per requirements in section 7.2.1. 
If appropriate, consider exceptions for data collection/recording on case report forms. Some examples are:
· Using commercial product(s), may want to exclude collecting/recording or grade 1 or 2 adverse events
· If labs drawn outside the NIH or if multiple labs are drawn on the same day specify which values and which time points will be entered into the research database.
· If subject enters a long term follow-up period, may want to consider what data will be collected based on study objectives. Examples include:
·  what types of adverse events will be collected/ recorded
· will survival status only be collected/recorded and how, by phone, clinic visit
· will additional cancer therapy received be collected/recorded
If the coordinating site for a multi-center study: The PI will provide specific guidelines for quality assurance, data collection and format, and data receipt by the coordinating institution (recommend at least quarterly). It is recommended that data collection forms/system be consistent for all institutions. 
[bookmark: _Toc484520866][bookmark: _Toc459289365][bookmark: _Toc18572161]Data Sharing Plans
[bookmark: _Toc484520867][bookmark: _Toc459289366][bookmark: _Toc18572162]Human Data Sharing Plan
All NIH protocols are required to have a data sharing plan (DSP) included. The DSP must describe provisions for protecting the subjects’ privacy and the confidentiality of the data, including, if necessary, any limitations on secondary research with the data based on the original informed consent (if known) or other limits. If data are not appropriate for sharing on an individual level basis even with individually-identifiable information removed, the DSP should include an explanation as well as an alternative for data sharing such as aggregate data sharing.
Your data sharing plan (DSP) should describe, at least, what data will be produced and shared, how and where data will be shared, and the timeframe for sharing (generally, no later than the time of publication of the main findings). It should include a commitment to share, at a minimum, the data underlying any publications resulting from the research or an explanation of why sharing is not possible, e.g., informed consent limits, intellectual property issues (e.g., patent filings) or contractual obligations that would preclude sharing.
Below is an example that can be used in the protocol (it is recommended that you delete the options that are not applicable for clarity):
What data will be shared?
I will share human data generated in this research for future research as follows (check all that apply):
___ Coded, linked data in an NIH-funded or approved public repository.
___ Coded, linked data in another public repository.
___ Coded, linked data in BTRIS (automatic for activities in the Clinical Center)
___ Identified or coded, linked  data with approved outside collaborators under appropriate agreements.
___ I will not share human data generated in this research for future research. If checked, explain:

How and where will the data be shared? 
For a list of NIH funded or approved repositories, see: http://www.nlm.nih.gov/NIHbmic/nih_data_sharing_repositories.html
Data will be shared through (check all that apply):
___ An NIH-funded or approved public repository. Insert name or names:_________________.
___ Another public repository. Insert name or names: ____________________________.
___ BTRIS (automatic for activities in the Clinical Center)
___ Approved outside collaborators under appropriate individual agreements.
___ Publication and/or public presentations.

When will the data be shared? (check all that apply)
___ Before publication.
___ At the time of publication or shortly thereafter.

[bookmark: _Toc484520868][bookmark: _Toc459289367][bookmark: _Toc18572163]Genomic Data Sharing Plan
The Genomic Data Sharing (GDS) Policy applies to all NIH intramural research that generates large-scale human or non-human genomic data as well as the use of these data for subsequent research. Large-scale data include genome-wide association studies (GWAS), single nucleotide polymorphisms (SNP) arrays, and genome sequence, transcriptomic, metagenomic, epigenomic, and gene expression data. 
Investigators are required to develop a Genomic Data Sharing Plan if they are proposing research that will generate large-scale human and non-human genomic data for which the GDS policy applies. Please refer to the NCI guidance on what constitutes large-scale genomic data https://ccrod.cancer.gov/confluence/display/CCRGDS/CCR+Genomic+Data+Sharing+Project+Home . A Genomic Data Sharing Plan should be in place PRIOR to starting the research.
[bookmark: _Ref412033836]Below is an example that can be used in the protocol:
Unlinked genomic data will be deposited in public genomic databases such as dbGaP in compliance with the NIH Genomic Data Sharing Policy.
[bookmark: _Toc281240116][bookmark: _Toc281240358][bookmark: _Ref362427286][bookmark: _Ref363645806][bookmark: _Toc288125091][bookmark: _Toc484520869][bookmark: _Ref527126884][bookmark: _Toc459289368][bookmark: _Ref4144324][bookmark: _Toc18572164]Response Criteria
 Note that response criteria depend on the tumor type [e.g. - solid tumors (CR, PR, SD, progressive disease) and leukemias (M1, M2, M3, extramedullary sites)].For solid tumors, you may use the following language:
For the purposes of this study, patients should be re-evaluated for response every [# of weeks] weeks. In addition to a baseline scan, confirmatory scans should also be obtained [# of weeks] (not less than 4) weeks following initial documentation of objective response.
[bookmark: _Hlk516837340]Response and progression will be evaluated in this study using the new international criteria proposed by the revised Response Evaluation Criteria in Solid Tumors (RECIST) guideline (version 1.1).[1] Changes in the largest diameter (unidimensional measurement) of the tumor lesions and the shortest diameter in the case of malignant lymph nodes are used in the RECIST criteria.
[bookmark: _Toc499033894][bookmark: _Toc504563224][bookmark: _Toc288125093][bookmark: _Toc484520871][bookmark: _Toc459289370][bookmark: _Toc18572165]Disease Parameters
[bookmark: _Hlk506544924][bookmark: _Hlk506543286][bookmark: _Hlk505678382][bookmark: _Hlk505678429]Measurable disease:  Measurable lesions are defined as those that can be accurately measured in at least one dimension (longest diameter to be recorded) as: 
· By chest x-ray: >20 mm; 
· By CT scan: 
· Scan slice thickness 5 mm or under: as >10 mm
· [bookmark: _Hlk505683806]Scan slice thickness >5 mm: double the slice thickness 
· With calipers on clinical exam: >10 mm.  
All tumor measurements must be recorded in millimeters (or decimal fractions of centimeters).
Note: Tumor lesions that are situated in a previously irradiated area might or might not be considered measurable. If the investigator thinks it appropriate to include them, the conditions under which such lesions should be considered must be defined in the protocol.
Malignant lymph nodes. To be considered pathologically enlarged and measurable, a lymph node must be >15 mm in short axis when assessed by CT scan (CT scan slice thickness recommended to be no greater than 5 mm). At baseline and in follow-up, only the short axis will be measured and followed.
Non-measurable disease. All other lesions (or sites of disease), including small lesions (longest diameter <10 mm or pathological lymph nodes with ≥10 to <15 mm short axis), are considered non-measurable disease. Bone lesions, leptomeningeal disease, ascites, pleural/pericardial effusions, lymphangitis cutis/pulmonitis, inflammatory breast disease, and abdominal masses (not followed by CT or MRI), are considered as non-measurable.
Note: Cystic lesions that meet the criteria for radiographically defined simple cysts should not be considered as malignant lesions (neither measurable nor non-measurable) since they are, by definition, simple cysts.
‘Cystic lesions’ thought to represent cystic metastases can be considered as measurable lesions, if they meet the definition of measurability described above. However, if non-cystic lesions are present in the same patient, these are preferred for selection as target lesions.
Target lesions. All measurable lesions up to a maximum of 2 lesions per organ and 5 lesions in total, representative of all involved organs, should be identified as target lesions and recorded and measured at baseline. Target lesions should be selected on the basis of their size (lesions with the longest diameter), be representative of all involved organs, but in addition should be those that lend themselves to reproducible repeated measurements. It may be the case that, on occasion, the largest lesion does not lend itself to reproducible measurement in which circumstance the next largest lesion which can be measured reproducibly should be selected. A sum of the diameters (longest for non-nodal lesions, short axis for nodal lesions) for all target lesions will be calculated and reported as the baseline sum diameters. If lymph nodes are to be included in the sum, then only the short axis is added into the sum. The baseline sum diameters will be used as reference to further characterize any objective tumor regression in the measurable dimension of the disease.
Non-target lesions. All other lesions (or sites of disease) including any measurable lesions over and above the 5 target lesions should be identified as non-target lesions and should also be recorded at baseline. Measurements of these lesions are not required, but the presence, absence, or in rare cases unequivocal progression of each should be noted throughout follow-up. 
[bookmark: _Toc288125094][bookmark: _Toc484520872][bookmark: _Toc459289371][bookmark: _Toc18572166]Methods for Evaluation of Measurable Disease
All measurements should be taken and recorded in metric notation using a ruler or calipers. All baseline evaluations should be performed as closely as possible to the beginning of treatment and never more than 4 weeks before the beginning of the treatment.
The same method of assessment and the same technique should be used to characterize each identified and reported lesion at baseline and during follow-up. Imaging-based evaluation is preferred to evaluation by clinical examination unless the lesion(s) being followed cannot be imaged but are assessable by clinical exam.
Clinical lesions: Clinical lesions will only be considered measurable when they are superficial (e.g., skin nodules and palpable lymph nodes) and 10 mm diameter as assessed using calipers (e.g., skin nodules). In the case of skin lesions, documentation by color photography, including a ruler to estimate the size of the lesion, is recommended. 
Chest x-ray: Lesions on chest x-ray are acceptable as measurable lesions when they are clearly defined and surrounded by aerated lung. However, CT is preferable. 
Conventional CT and MRI: This guideline has defined measurability of lesions on CT scan based on the assumption that CT slice thickness is 5 mm or less. If CT scans have slice thickness greater than 5 mm, the minimum size for a measurable lesion should be twice the slice thickness. MRI is also acceptable in certain situations (e.g. for body scans).
Use of MRI remains a complex issue. MRI has excellent contrast, spatial, and temporal resolution; however, there are many image acquisition variables involved in MRI, which greatly impact image quality, lesion conspicuity, and measurement. Furthermore, the availability of MRI is variable globally. As with CT, if an MRI is performed, the technical specifications of the scanning sequences used should be optimized for the evaluation of the type and site of disease. Furthermore, as with CT, the modality used at follow-up should be the same as was used at baseline and the lesions should be measured/assessed on the same pulse sequence. It is beyond the scope of the RECIST guidelines to prescribe specific MRI pulse sequence parameters for all scanners, body parts, and diseases. Ideally, the same type of scanner should be used and the image acquisition protocol should be followed as closely as possible to prior scans. Body scans should be performed with breath-hold scanning techniques, if possible.
PET-CT: At present, the low dose or attenuation correction CT portion of a combined PET-CT is not always of optimal diagnostic CT quality for use with RECIST measurements. However, if the site can document that the CT performed as part of a PET-CT is of identical diagnostic quality to a diagnostic CT (with IV and oral contrast), then the CT portion of the PET-CT can be used for RECIST measurements and can be used interchangeably with conventional CT in accurately measuring cancer lesions over time. Note, however, that the PET portion of the CT introduces additional data which may bias an investigator if it is not routinely or serially performed.
Ultrasound: Ultrasound is not useful in assessment of lesion size and should not be used as a method of measurement. Ultrasound examinations cannot be reproduced in their entirety for independent review at a later date and, because they are operator dependent, it cannot be guaranteed that the same technique and measurements will be taken from one assessment to the next. If new lesions are identified by ultrasound in the course of the study, confirmation by CT or MRI is advised. If there is concern about radiation exposure at CT, MRI may be used instead of CT in selected instances.
Endoscopy, Laparoscopy: The utilization of these techniques for objective tumor evaluation is not advised. However, such techniques may be useful to confirm complete pathological response when biopsies are obtained or to determine relapse in trials where recurrence following complete response (CR) or surgical resection is an endpoint.
[bookmark: _Hlk516837538]Tumor markers: Tumor markers alone cannot be used to assess response. If markers are initially above the upper normal limit, they must normalize for a patient to be considered in complete clinical response. Specific guidelines for both CA-125 response (in recurrent ovarian cancer) and PSA response (in recurrent prostate cancer) have been published. [2-4]   I In addition, the Gynecologic Cancer Intergroup has developed CA-125 progression criteria which are to be integrated with objective tumor assessment for use in first-line trials in ovarian cancer.[5] 

Cytology, Histology: These techniques can be used to differentiate between partial responses (PR) and complete responses (CR) in rare cases (e.g., residual lesions in tumor types, such as germ cell tumors, where known residual benign tumors can remain).
The cytological confirmation of the neoplastic origin of any effusion that appears or worsens during treatment when the measurable tumor has met criteria for response or stable disease is mandatory to differentiate between response or stable disease (an effusion may be a side effect of the treatment) and progressive disease.
FDG-PET: While FDG-PET response assessments need additional study, it is sometimes reasonable to incorporate the use of FDG-PET scanning to complement CT scanning in assessment of progression (particularly possible 'new' disease). New lesions on the basis of FDG-PET imaging can be identified according to the following algorithm: 
a. Negative FDG-PET at baseline, with a positive FDG-PET at follow-up is a sign of PD based on a new lesion.
b. No FDG-PET at baseline and a positive FDG-PET at follow-up: If the positive FDG-PET at follow-up corresponds to a new site of disease confirmed by CT, this is PD. If the positive FDG-PET at follow-up is not confirmed as a new site of disease on CT, additional follow-up CT scans are needed to determine if there is truly progression occurring at that site (if so, the date of PD will be the date of the initial abnormal FDG-PET scan). If the positive FDG-PET at follow-up corresponds to a pre-existing site of disease on CT that is not progressing on the basis of the anatomic images, this is not PD.
c. FDG-PET may be used to upgrade a response to a CR in a manner similar to a biopsy in cases where a residual radiographic abnormality is thought to represent fibrosis or scarring. The use of FDG-PET in this circumstance should be prospectively described in the protocol and supported by disease-specific medical literature for the indication. However, it must be acknowledged that both approaches may lead to false positive CR due to limitations of FDG-PET and biopsy resolution/sensitivity.
Note: A ‘positive’ FDG-PET scan lesion means one which is FDG avid with an uptake greater than twice that of the surrounding tissue on the attenuation corrected image.
[bookmark: _Toc288125095][bookmark: _Toc484520873][bookmark: _Toc459289372][bookmark: _Toc18572167]Response Criteria
[bookmark: _Toc18572168]Evaluation of Target Lesions
Complete Response (CR): Disappearance of all target lesions. Any pathological lymph nodes (whether target or non-target) must have reduction in short axis to <10 mm.
Partial Response (PR): At least a 30% decrease in the sum of the diameters of target lesions, taking as reference the baseline sum of diameters.
Progressive Disease (PD): At least a 20% increase in the sum of the diameters of target lesions, taking as reference the smallest sum on study (this includes the baseline sum if that is the smallest on study). In addition to the relative increase of 20%, the sum must also demonstrate an absolute increase of at least 5 mm. (Note: the appearance of one or more new lesions is also considered progressions).
Stable Disease (SD):	Neither sufficient shrinkage to qualify for PR nor sufficient increase to qualify for PD, taking as reference the smallest sum of diameters while on study.
[bookmark: _Toc18572169]Evaluation of Non-Target Lesions
Complete Response (CR): Disappearance of all non-target lesions and normalization of tumor marker level. All lymph nodes must be non-pathological in size (<10 mm short axis).
Note: If tumor markers are initially above the upper normal limit, they must normalize for a patient to be considered in complete clinical response.
Non-CR/Non-PD: Persistence of one or more non-target lesion(s) and/or maintenance of tumor marker level above the normal limits.
Progressive Disease (PD): Appearance of one or more new lesions and/or unequivocal progression of existing non-target lesions. Unequivocal progression should not normally trump target lesion status. It must be representative of overall disease status change, not a single lesion increase.
Although a clear progression of “non-target” lesions only is exceptional, the opinion of the treating physician should prevail in such circumstances, and the progression status should be confirmed at a later time by the review panel (or Principal Investigator).
[bookmark: _Toc18572170]Evaluation of Best Overall Response
The best overall response is the best response recorded from the start of the treatment until disease progression/recurrence (taking as reference for progressive disease the smallest measurements recorded since the treatment started). The patient's best response assignment will depend on the achievement of both measurement and confirmation criteria.
For Patients with Measurable Disease (i.e., Target Disease)
	Target Lesions
	Non-Target Lesions
	New Lesions
	Overall Response
	Best Overall Response when Confirmation is Required*

	CR
	CR
	No
	CR
	>4 wks. Confirmation**

	CR
	Non-CR/Non-PD
	No
	PR
	>4 wks. Confirmation**

	CR
	Not evaluated
	No
	PR
	

	PR
	Non-CR/Non-PD/not evaluated
	No
	PR
	

	SD
	Non-CR/Non-PD/not evaluated
	No
	SD
	Documented at least once >4 wks. from baseline**

	PD
	Any
	Yes or No
	PD
	no prior SD, PR or CR

	Any
	PD***
	Yes or No
	PD
	

	Any
	Any
	Yes
	PD
	

	*	See RECIST 1.1 manuscript for further details on what is evidence of a new lesion.
**	Only for non-randomized trials with response as primary endpoint.
***	In exceptional circumstances, unequivocal progression in non-target lesions may be accepted as disease progression.
Note:	Patients with a global deterioration of health status requiring discontinuation of treatment without objective evidence of disease progression at that time should be reported as “symptomatic deterioration.” Every effort should be made to document the objective progression even after discontinuation of treatment.



For Patients with Non-Measurable Disease (i.e., Non-Target Disease)
	Non-Target Lesions
	New Lesions
	Overall Response

	CR
	No
	CR

	Non-CR/non-PD
	No
	Non-CR/non-PD*

	Not all evaluated
	No
	not evaluated

	Unequivocal PD
	Yes or No
	PD

	Any
	Yes
	PD

	* ‘Non-CR/non-PD’ is preferred over ‘stable disease’ for non-target disease since SD is increasingly used as an endpoint for assessment of efficacy in some trials so to assign this category when no lesions can be measured is not advised


[bookmark: _Toc288125096][bookmark: _Toc484520874][bookmark: _Toc459289373][bookmark: _Toc18572171]Duration of Response
Duration of overall response: The duration of overall response is measured from the time measurement criteria are met for CR or PR (whichever is first recorded) until the first date that recurrent or progressive disease is objectively documented (taking as reference for progressive disease the smallest measurements recorded since the treatment started).
The duration of overall CR is measured from the time measurement criteria are first met for CR until the first date that progressive disease is objectively documented.	
Duration of stable disease: Stable disease is measured from the start of the treatment until the criteria for progression are met, taking as reference the smallest measurements recorded since the treatment started, including the baseline measurements. 
[bookmark: _Toc288125097][bookmark: _Toc484520875][bookmark: _Toc459289374][bookmark: _Toc18572172]Progression-Free Survival
Include this section if time to progression or progression-free survival (PFS) is to be used. PFS is defined as the duration of time from start of treatment to time of progression or death, whichever occurs first.
[bookmark: _Toc288125098][bookmark: _Toc484520876][bookmark: _Toc459289375][bookmark: _Toc18572173]Response Review
For trials where the response rate is the primary endpoint, it is strongly recommended that all responses be reviewed by an expert(s) independent of the study at the study’s completion. Simultaneous review of the patients’ files and radiological images is the best approach. 
For HIV patients, describe parameters to be evaluated and define response based on changes in these parameters. Describe the required minimum duration of response (e.g., complete disappearance of disease for at least 4 weeks).
For other cancers, international standards are encouraged to be used (i.e., Non-Hodgkin Lymphoma and Hodgkin Lymphoma,  Acute Myeloid Leukemia, Adult T-Cell Leukemia-Lymphoma, Chronic Lymphocytic Leukemia, Multiple Myeloma).
Please reference the criteria that you are using for response evaluation.
[bookmark: _Toc281240117][bookmark: _Toc281240359][bookmark: _Toc288125099][bookmark: _Toc484520877][bookmark: _Toc459289376][bookmark: _Toc18572174]Toxicity Criteria
[bookmark: _Hlk516837740]The following adverse event management guidelines are intended to ensure the safety of each patient while on the study.  The descriptions and grading scales found in the revised NCI Common Terminology Criteria for Adverse Events (CTCAE) version 5.0 will be utilized for AE reporting.  All appropriate treatment areas should have access to a copy of the CTCAE version 5.0.  A copy of the CTCAE version 5.0 can be downloaded from the CTEP web site (http://ctep.cancer.gov/protocolDevelopment/electronic_applications/ctc.htm).  

[bookmark: _Toc18572175][bookmark: _Toc281240118][bookmark: _Toc281240360][bookmark: _Toc288125100][bookmark: _Toc484520878][bookmark: _Toc459289377][bookmark: _Ref11827201]NIH REPORTING REQUIREMENTS / DATA AND SAFETY MONITORING PLAN
[bookmark: _Toc250632194][bookmark: _Toc281240119][bookmark: _Toc281240361][bookmark: _Toc288125101][bookmark: _Toc484520879][bookmark: _Toc459289378][bookmark: _Ref11826898][bookmark: _Toc18572176]Definitions
[bookmark: _Hlk9932057]Please refer to definitions provided in Policy 801: Reporting Research Events found here.

[bookmark: _Toc11149216][bookmark: _Toc18487158][bookmark: _Toc18572177][bookmark: _Toc11149217][bookmark: _Toc18487159][bookmark: _Toc18572178][bookmark: _Toc504563236][bookmark: _Toc504563237][bookmark: _Toc11149218][bookmark: _Toc18487160][bookmark: _Toc18572179][bookmark: _Toc11149219][bookmark: _Toc18487161][bookmark: _Toc18572180][bookmark: _Toc11149220][bookmark: _Toc18487162][bookmark: _Toc18572181][bookmark: _Toc11149221][bookmark: _Toc18487163][bookmark: _Toc18572182][bookmark: _Toc11149222][bookmark: _Toc18487164][bookmark: _Toc18572183][bookmark: _Toc11149223][bookmark: _Toc18487165][bookmark: _Toc18572184][bookmark: _Toc11149224][bookmark: _Toc18487166][bookmark: _Toc18572185][bookmark: _Toc11149225][bookmark: _Toc18487167][bookmark: _Toc18572186][bookmark: _Toc11149226][bookmark: _Toc18487168][bookmark: _Toc18572187][bookmark: _Toc11149227][bookmark: _Toc18487169][bookmark: _Toc18572188][bookmark: _Toc11149228][bookmark: _Toc18487170][bookmark: _Toc18572189][bookmark: _Toc11149229][bookmark: _Toc18487171][bookmark: _Toc18572190][bookmark: _Toc11149230][bookmark: _Toc18487172][bookmark: _Toc18572191][bookmark: _Toc11149231][bookmark: _Toc18487173][bookmark: _Toc18572192][bookmark: _Toc11149232][bookmark: _Toc18487174][bookmark: _Toc18572193][bookmark: _Toc11149233][bookmark: _Toc18487175][bookmark: _Toc18572194][bookmark: _Toc11149234][bookmark: _Toc18487176][bookmark: _Toc18572195][bookmark: _Toc11149235][bookmark: _Toc18487177][bookmark: _Toc18572196][bookmark: _Toc11149236][bookmark: _Toc18487178][bookmark: _Toc18572197][bookmark: _Toc11149237][bookmark: _Toc18487179][bookmark: _Toc18572198][bookmark: _Toc11149238][bookmark: _Toc18487180][bookmark: _Toc18572199][bookmark: _Toc11149239][bookmark: _Toc18487181][bookmark: _Toc18572200][bookmark: _Toc11149240][bookmark: _Toc18487182][bookmark: _Toc18572201][bookmark: _Toc11149241][bookmark: _Toc18487183][bookmark: _Toc18572202][bookmark: _Toc11149242][bookmark: _Toc18487184][bookmark: _Toc18572203][bookmark: _Toc11149243][bookmark: _Toc18487185][bookmark: _Toc18572204][bookmark: _Toc11149244][bookmark: _Toc18487186][bookmark: _Toc18572205][bookmark: _Toc11149245][bookmark: _Toc18487187][bookmark: _Toc18572206][bookmark: _Toc11149246][bookmark: _Toc18487188][bookmark: _Toc18572207][bookmark: _Toc11149247][bookmark: _Toc18487189][bookmark: _Toc18572208][bookmark: _Toc9604996][bookmark: _Toc9933751][bookmark: _Toc10012263][bookmark: _Toc10633709][bookmark: _Toc11149248][bookmark: _Toc11149504][bookmark: _Toc11149673][bookmark: _Toc11168591][bookmark: _Toc18487190][bookmark: _Toc18572209][bookmark: _Toc250632198][bookmark: _Toc281240123][bookmark: _Toc281240365][bookmark: _Toc288125111][bookmark: _Ref417028260][bookmark: _Toc484520890][bookmark: _Ref11827042][bookmark: _Ref12370217][bookmark: _Toc18572210]OHSRP Office of Compliance and Training / IRB Reporting
[bookmark: _Ref9600225][bookmark: _Toc18572211][bookmark: _Toc250632199][bookmark: _Toc281240124][bookmark: _Toc281240366][bookmark: _Toc288125112][bookmark: _Toc484520891][bookmark: _Ref9586896][bookmark: _Ref9586986]Expedited Reporting 
[bookmark: _Hlk9932100][bookmark: _Hlk11320676]Please refer to the reporting requirements in Policy 801: Reporting Research Events and Policy 802 Non-Compliance Human Subjects Research found here. Add the following text if this is an IND study. Note: Only IND Safety Reports that meet the definition of an unanticipated problem will need to be reported per these policies.
[bookmark: _Toc11149251][bookmark: _Toc18487193][bookmark: _Toc18572212][bookmark: _Toc250632200][bookmark: _Toc281240125][bookmark: _Toc281240367][bookmark: _Toc288125113][bookmark: _Toc484520892][bookmark: _Toc18572213]IRB Requirements for PI Reporting at Continuing Review
[bookmark: _Hlk9932127]Please refer to the reporting requirements in Policy 801: Reporting Research Events found here. 
[bookmark: _Toc11149253][bookmark: _Toc18487195][bookmark: _Toc18572214][bookmark: _Toc11149254][bookmark: _Toc18487196][bookmark: _Toc18572215][bookmark: _Toc11149264][bookmark: _Toc18487206][bookmark: _Toc18572225][bookmark: _Toc11149273][bookmark: _Toc18487215][bookmark: _Toc18572234][bookmark: _Toc11149282][bookmark: _Toc18487224][bookmark: _Toc18572243][bookmark: _Toc11149291][bookmark: _Toc18487233][bookmark: _Toc18572252][bookmark: _Toc11149300][bookmark: _Toc18487242][bookmark: _Toc18572261][bookmark: _Toc11149301][bookmark: _Toc18487243][bookmark: _Toc18572262][bookmark: _Toc11149302][bookmark: _Toc18487244][bookmark: _Toc18572263][bookmark: _Toc11149303][bookmark: _Toc18487245][bookmark: _Toc18572264][bookmark: _Toc11149304][bookmark: _Toc18487246][bookmark: _Toc18572265][bookmark: _Toc11149305][bookmark: _Toc18487247][bookmark: _Toc18572266][bookmark: _Toc11149306][bookmark: _Toc18487248][bookmark: _Toc18572267][bookmark: _Toc11149307][bookmark: _Toc18487249][bookmark: _Toc18572268][bookmark: _Toc11149308][bookmark: _Toc18487250][bookmark: _Toc18572269][bookmark: _Toc11149309][bookmark: _Toc18487251][bookmark: _Toc18572270][bookmark: _Toc11149310][bookmark: _Toc18487252][bookmark: _Toc18572271][bookmark: _Toc11149311][bookmark: _Toc18487253][bookmark: _Toc18572272][bookmark: _Toc11149312][bookmark: _Toc18487254][bookmark: _Toc18572273][bookmark: _Toc11149313][bookmark: _Toc18487255][bookmark: _Toc18572274][bookmark: _Toc11149314][bookmark: _Toc18487256][bookmark: _Toc18572275][bookmark: _Toc504563261][bookmark: _Ref11826950][bookmark: _Toc18572276][bookmark: _Toc514656430][bookmark: _Hlk10197444][bookmark: _Toc281240127][bookmark: _Toc281240369][bookmark: _Toc288125115][bookmark: _Toc484520895][bookmark: _Toc459289394]NCI Clinical Director Reporting 
If multicenter study, this only applies to the NIH site.
[bookmark: _Hlk9519870][bookmark: _Hlk11852223]Problems expeditiously reported to the OHSRP/IRB in iRIS will also be reported to the NCI Clinical Director.  A separate submission is not necessary as reports in iRIS will be available to the Clinical Director.
[bookmark: _Hlk9948802]In addition to those reports, all deaths that occur within 30 days after receiving a research intervention should be reported via email to the Clinical Director unless they are due to progressive disease.  
To report these deaths, please send an email describing the circumstances of the death to Dr. Dahut at NCICCRQA@mail.nih.gov within one business day of learning of the death.
[bookmark: _Toc18572277]NCI Guidance for Reporting Expedited Adverse Events for Multi-Center Trials
For sites relying on the NIH Intramural IRB.  
[bookmark: _Hlk9932282]Please refer to the reporting requirements in Policy 801: Reporting Research Events and Policy 802: Non-compliance in Human Subjects Research, found here.  Until such time as direct electronic reporting mechanisms are available to participating sites, the site PI must immediately report to the coordinating center PI any deaths possibly related to the research within 24 hours of PI awareness of the event.  The Site PI must also report any other events required by Policy 801 to the coordinating center PI within 7 days of PI awareness.  
There is a participating site Reportable Event Form available on the CCR intranet. This may be incorporated as an appendix. 
https://ccrod.cancer.gov/confluence/display/CCRCRO/Templates
Once direct electronic reporting mechanisms are available, these will be utilized. Please also notify the coordinating center PI and study coordinator of your submission at the time you make it.
(insert the following sentence if applicable) For IND studies, the site PI will also directly submit reports to the CCR as IND sponsor per section 8.3.

For sites using their own IRB
Report events to the Reviewing IRB as per its policy. Please also notify the coordinating center PI and study coordinator of your submission at the time you make it.
(insert the following sentence if applicable) For IND studies, the site PI will also directly submit reports to the CCR as IND sponsor per section 8.3.
[bookmark: _Toc11149317][bookmark: _Toc18487259][bookmark: _Toc18572278][bookmark: _Toc11149318][bookmark: _Toc18487260][bookmark: _Toc18572279][bookmark: _Toc11149319][bookmark: _Toc18487261][bookmark: _Toc18572280][bookmark: _Toc11149320][bookmark: _Toc18487262][bookmark: _Toc18572281][bookmark: _Toc11149321][bookmark: _Toc18487263][bookmark: _Toc18572282][bookmark: _Toc11149322][bookmark: _Toc18487264][bookmark: _Toc18572283][bookmark: _Toc9605006][bookmark: _Toc9933761][bookmark: _Toc10012273][bookmark: _Toc10633719][bookmark: _Toc11149323][bookmark: _Toc11149514][bookmark: _Toc11149683][bookmark: _Toc11168601][bookmark: _Toc18487265][bookmark: _Toc18572284][bookmark: _Toc11149324][bookmark: _Toc18487266][bookmark: _Toc18572285][bookmark: _Toc11149325][bookmark: _Toc18487267][bookmark: _Toc18572286][bookmark: _Toc11149326][bookmark: _Toc18487268][bookmark: _Toc18572287][bookmark: _Toc11149327][bookmark: _Toc18487269][bookmark: _Toc18572288][bookmark: _Toc11149328][bookmark: _Toc18487270][bookmark: _Toc18572289][bookmark: _Toc11149329][bookmark: _Toc18487271][bookmark: _Toc18572290][bookmark: _Toc11149330][bookmark: _Toc18487272][bookmark: _Toc18572291][bookmark: _Toc11149331][bookmark: _Toc18487273][bookmark: _Toc18572292][bookmark: _Toc11149332][bookmark: _Toc18487274][bookmark: _Toc18572293][bookmark: _Toc11149333][bookmark: _Toc18487275][bookmark: _Toc18572294][bookmark: _Toc11149334][bookmark: _Toc18487276][bookmark: _Toc18572295][bookmark: _Toc11149335][bookmark: _Toc18487277][bookmark: _Toc18572296][bookmark: _Toc477364032][bookmark: _Toc484520898][bookmark: _Toc499033924][bookmark: _Toc504563265][bookmark: _Toc529517731][bookmark: _Toc531772397][bookmark: _Toc11149336][bookmark: _Toc18487278][bookmark: _Toc18572297][bookmark: _Toc11149337][bookmark: _Toc18487279][bookmark: _Toc18572298][bookmark: _Toc11149338][bookmark: _Toc18487280][bookmark: _Toc18572299][bookmark: _Toc11149339][bookmark: _Toc18487281][bookmark: _Toc18572300][bookmark: _Toc11149340][bookmark: _Toc18487282][bookmark: _Toc18572301][bookmark: _Toc11149341][bookmark: _Toc18487283][bookmark: _Toc18572302][bookmark: _Toc11149342][bookmark: _Toc18487284][bookmark: _Toc18572303][bookmark: _Toc11149343][bookmark: _Toc18487285][bookmark: _Toc18572304][bookmark: _Toc11149344][bookmark: _Toc18487286][bookmark: _Toc18572305][bookmark: _Toc11149345][bookmark: _Toc18487287][bookmark: _Toc18572306][bookmark: _Toc11149346][bookmark: _Toc18487288][bookmark: _Toc18572307][bookmark: _Toc11149347][bookmark: _Toc18487289][bookmark: _Toc18572308][bookmark: _Toc477364035][bookmark: _Toc484520901][bookmark: _Toc499033927][bookmark: _Toc504563268][bookmark: _Toc457896655][bookmark: _Toc457911687][bookmark: _Toc467166708][bookmark: _Toc477364039][bookmark: _Toc484520905][bookmark: _Toc499033931][bookmark: _Toc504563272][bookmark: _Toc477364041][bookmark: _Toc484520907][bookmark: _Toc499033933][bookmark: _Toc504563274][bookmark: _Toc477364042][bookmark: _Toc484520908][bookmark: _Toc499033934][bookmark: _Toc504563275][bookmark: _Toc477364044][bookmark: _Toc484520910][bookmark: _Toc499033936][bookmark: _Toc504563277][bookmark: _Toc11149349][bookmark: _Toc18487291][bookmark: _Toc18572310][bookmark: _Toc11149350][bookmark: _Toc18487292][bookmark: _Toc18572311][bookmark: _Toc11149351][bookmark: _Toc18487293][bookmark: _Toc18572312][bookmark: _Toc11149352][bookmark: _Toc18487294][bookmark: _Toc18572313][bookmark: _Toc514656439][bookmark: _Toc18572314]Institutional Biosafety Committee (IBC) Reporting Criteria
Institutional Biosafety Committee: Insert language if protocol involves a Gene Transfer product or otherwise note section as N/A.
[bookmark: _Toc288125122][bookmark: _Toc484520913][bookmark: _Toc514656440][bookmark: _Toc18572315]Serious Adverse Event Reports to IBC
The Principal Investigator (or delegate) will notify IBC of any unexpected fatal or life-threatening experience associated with the use of (insert name of the gene transfer product) as soon as possible but in no event later than 7 calendar days of initial receipt of the information.  Serious adverse events that are unexpected and associated with the use of the (gene transfer product), but are not fatal or life-threatening, must be reported to the NIH IBC as soon as possible, but not later than 15 calendar days after the investigator’s initial receipt of the information.  Adverse events may be reported by using the FDA Form 3500a.
[bookmark: _Toc288125123][bookmark: _Toc484520914][bookmark: _Toc514656441][bookmark: _Toc18572316]Annual Reports to IBC
Within 60 days after the one-year anniversary of the date on which the IBC approved the initial protocol, and after each subsequent anniversary until the trial is completed, the Principal Investigator (or delegate) shall submit the information described below.  Alternatively, the IRB continuing review report can be sent to the IBC in lieu of a separate report.  Please include the IBC protocol number on the report.
[bookmark: _Toc18572317]Clinical Trial Information 
A brief summary of the status of the trial in progress or completed during the previous year. The summary is required to include the following information: 
· the title and purpose of the trial 
· clinical site
· the Principal Investigator
· clinical protocol identifiers; 
· participant population (such as disease indication and general age group, e.g., adult or pediatric); 
· the total number of participants planned for inclusion in the trial; the number entered into the trial to date whose participation in the trial was completed; and the number who dropped out of the trial with a brief description of the reasons 
· the status of the trial, e.g., open to accrual of subjects, closed but data collection ongoing, or fully completed, 
· if the trial has been completed, a brief description of any study results. 
[bookmark: _Toc18572318]Progress Report and Data Analysis 
Information obtained during the previous year's clinical and non-clinical investigations, including: 
· a narrative or tabular summary showing the most frequent and most serious adverse experiences by body system
· a summary of all serious adverse events submitted during the past year
· a summary of serious adverse events that were expected or considered to have causes not associated with the use of the gene transfer product such as disease progression or concurrent medications
· if any deaths have occurred, the number of participants who died during participation in the investigation and causes of death
· a brief description of any information obtained that is pertinent to an understanding of the gene transfer product’s actions, including, for example, information about dose-response, information from controlled trials, and information about bioavailability. 
[bookmark: _Toc250632203][bookmark: _Toc281240135][bookmark: _Toc281240377][bookmark: _Toc288125124][bookmark: _Toc484520915][bookmark: _Toc459289404][bookmark: _Toc18572319]NIH Required Data and Safety Monitoring Plan
All clinical research requires monitoring to ensure the quality data and human subjects protection (HSP). This is often accomplished by developing data and safety monitoring (DSM) plans or programs. There are several types of DSM plans/programs that are necessary in clinical research. The following plans will be used for this study.
[bookmark: _Toc467166716][bookmark: _Toc281240136][bookmark: _Toc281240378][bookmark: _Toc288125125][bookmark: _Toc484520916][bookmark: _Toc459289405][bookmark: _Toc18572320]Principal Investigator/Research Team 
All protocols should include a DSM plan which describes how the investigator plans to oversee research subject safety and ensure data integrity. The PI and his/her research staff are part of the monitoring plan but may not be the only ones conducting monitoring activities for any given protocol.
[bookmark: _Hlk516841667]The clinical research team will meet on a regular basis {insert frequency, at least weekly required for interventional studies} when patients are being actively treated on the trial to discuss each patient. Decisions about dose level enrollment and dose escalation if applicable will be made based on the toxicity data from prior patients. 
[bookmark: _Hlk9934021][bookmark: _Hlk9518753][bookmark: _Hlk11321004]All data will be collected in a timely manner and reviewed by the principal investigator or a lead associate investigator. Events meeting requirements for expedited reporting as described in section 7.2.1 will be submitted within the appropriate timelines.  
The principal investigator will review adverse event and response data on each patient to ensure safety and data accuracy. The principal investigator will personally conduct or supervise the investigation and provide appropriate delegation of responsibilities to other members of the research staff. 

[bookmark: _Toc281240138][bookmark: _Toc281240380][bookmark: _Toc288125127][bookmark: _Toc484520918][bookmark: _Toc459289407][bookmark: _Toc18572321]Safety Monitoring Committee (SMC)
For protocols for which the Sponsor does not establish an SMC or DSMB a committee will be established for the following types of studies:
· All NCI CCR multi-institutional treatment protocols for which the NCI CCR is the coordinating site, unless the study has already a designated Data and Safety Monitoring Board (DSMB) or equivalent. These studies will be monitored across the sites for unusual, significant toxicities that are related to the investigational agents being used. The SMC will not monitor a CTEP-sponsored protocol of this type if this is the only SMC qualifying criterion for the protocol.
· All protocols using gene transfer or gene therapy methodology. Monitoring of these protocols will focus on unusual toxicities specific to gene therapy.
· All protocols that the CCR believes require special attention due to high public interest or public perception of risk or potential conflict of interest. These include studies where the PI or an AI holds a patent on any agent being used in the protocol. For these protocols, the review will focus on unusual, significant toxicities that are related to the investigational agents being used, as well as on the potential perception of a conflict of interest regarding issues such as the continuing study relevance vs. investigator benefit. 
· All protocols that are deemed to pose potentially very high risk to patients.
Protocols can be referred to the SMC by the Clinical Director, the Branch Chief of the branch in which the protocol originates, or the IRB Chair.

Timing of protocol review by the SMC:
[bookmark: _Toc281240139][bookmark: _Toc281240381][bookmark: _Toc288125128][bookmark: _Toc484520919][bookmark: _Toc459289408]Protocols referred to the SMC will be reviewed initially as soon as possible after their annual NIH Intramural IRB continuing review date.  Subsequently, each protocol will be reviewed as close to annually as the quarterly meeting schedule permits or more frequently as may be required by the SMC. 
For initial and subsequent reviews, protocols will not be reviewed if there is no accrual within the review period.
[bookmark: _Hlk532473698]This protocol will be periodically reviewed by an intramural Safety Monitoring Committee.. Initial review will occur as soon as possible after the annual NIH Intramural IRB continuing review date. Subsequently, each protocol will be reviewed as close to annually as the quarterly meeting schedule permits or more frequently as may be required by the SMC based on the risks presented in the study. For initial and subsequent reviews, protocols will not be reviewed if there is no accrual within the review period. 
The SMC review will focus on unexpected protocol-specific safety issues that are identified during the conduct of the clinical trial.
Written outcome letters will be generated in response to the monitoring activities and submitted to the Principal investigator and Clinical Director or Deputy Clinical Director, CCR, NCI.
NOTE: Please contact Shy Shorer at shorers@mail.nih.gov if your protocol requires SMC review or if you have any questions about the above criteria..
[bookmark: _Toc18572322]Data Safety Monitoring Board (DSMB)
A DSMB is an impartial group established to oversee a clinical trial and review the results to determine if they are acceptable. Members of a DSMB must be multidisciplinary and include members with relevant clinical and statistical expertise. The DSMB should meet at least annually or more often depending on the activity and nature of the clinical trial being monitored.
For protocols in which the Sponsor does not establish a DSMB the following types of protocols will require one:
· Protocols that generate blinded, randomized data; 
· Phase III single institution trials (NCI only) presenting more than minimal risk; 
· Phase III multi-institutional protocols coordinated by the CCR presenting more than minimal risk without an outside DSMB. 
Protocols that MAY REQUIRE a DSMB include:
· Protocols that the NIH Intramural IRB believes require special scrutiny because of high public interest, public perception of risk, or the inclusion of vulnerable populations. 
This protocol requires monitoring by the NCI CCR Data Safety Monitoring Board (DSMB) as described in Section X.X. [insert appropriate statistical considerations section/subsection number here]. Interim outcome results will not be revealed to the investigators of the trial; results will be presented to the investigators prior to final accrual to the trial only if the DSMB recommends early termination of the trial. (NOTE: the study statistician is responsible for providing the description of how the monitoring will take place, including endpoints to be monitored and the frequency or timing of monitoring.)

[bookmark: _Toc18572323][bookmark: _Toc288125129][bookmark: _Toc250632186][bookmark: _Toc281240140][bookmark: _Toc281240382][bookmark: _Toc484520920][bookmark: _Toc514656447][bookmark: _Hlk4148463][bookmark: _Toc281240141][bookmark: _Toc281240383][bookmark: _Toc288125130][bookmark: _Toc484520934][bookmark: _Toc459289410]SPONSOR SAFETY REPORTING
Include this section when CCR is the sponsor or when you report to a manufacturer.  If CCR is sponsor, all language applies. Manufacturer specific definitions may be added, but they cannot replace sponsor definitions.  If only manufacturer reporting, you may tailor.
[bookmark: _Toc18572324]Definitions
[bookmark: _Toc531772368][bookmark: _Toc18572325][bookmark: _Hlk11168716]Adverse Event 
Any untoward medical occurrence in a patient or clinical investigation subject administered a pharmaceutical product and which does not necessarily have a causal relationship with this treatment. An adverse event (AE) can therefore be any unfavorable and unintended sign (including an abnormal laboratory finding), symptom, or disease temporally associated with the use of a medicinal (investigational) product, whether or not related to the medicinal (investigational) product (ICH E6 (R2))
[bookmark: _Toc531772382][bookmark: _Ref9920154][bookmark: _Toc18572326]Serious Adverse Event (SAE)
An adverse event or suspected adverse reaction is considered serious if in the view of the investigator or the sponsor, it results in any of the following:
· Death,
· A life-threatening adverse event (see section 8.1.3)
· Inpatient hospitalization or prolongation of existing hospitalization 
· A hospitalization/admission that is pre-planned (i.e., elective or scheduled surgery arranged prior to the start of the study), a planned hospitalization for pre-existing condition, or a procedure required by the protocol, without a serious deterioration in health, is not considered a serious adverse event.
· A hospitalization/admission that is solely driven by non-medical reasons (e.g., hospitalization for patient convenience) is not considered a serious adverse event. 
· Emergency room visits or stays in observation units that do not result in admission to the hospital would not be considered a serious adverse event. The reason for seeking medical care should be evaluated for meeting one of the other serious criteria.
· Persistent or significant incapacity or substantial disruption of the ability to conduct normal life functions
· A congenital anomaly/birth defect
· Important medical events that may not result in death, be life-threatening, or require hospitalization may be considered a serious adverse drug experience 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.
[bookmark: _Ref9918921][bookmark: _Toc18572327][bookmark: _Toc531772384]Life-threatening 
An adverse event or suspected adverse reaction is considered "life-threatening" if, in the view of either the investigator or sponsor, its occurrence places the patient or subject at immediate risk of death. It does not include an adverse event or suspected adverse reaction that, had it occurred in a more severe form, might have caused death. (21CFR312.32)
[bookmark: _Toc18572328]Severity
The severity of each Adverse Event will be assessed utilizing the CTCAE version X.
[bookmark: _Toc18572329]Relationship to Study Product
All AEs will have their relationship to study product assessed using the terms:  related or not related.  
· Related – There is a reasonable possibility that the study product caused the adverse event. Reasonable possibility means that there is evidence to suggest a causal relationship between the study product and the adverse event.
· Not Related – There is not a reasonable possibility that the administration of the study product caused the event.
[bookmark: _Toc18572330]Adverse Events of Special Interest (AESI)
Include the definition of AESI if required by the specific protocol
[bookmark: _Ref9919886][bookmark: _Toc18572331]Assessment of Safety Events
AE information collected will include event description, date of onset, assessment of severity and relationship to study product and alternate etiology (if not related to study product), date of resolution of the event, seriousness and outcome. The assessment of severity and relationship to the study product will be done only by those with the training and authority to make a diagnosis and listed on the Form FDA 1572 as the site principal investigator or sub-investigator.  AEs occurring during the collection and reporting period will be documented appropriately regardless of relationship.  AEs will be followed through resolution.
SAEs will be:
· Assessed for severity and relationship to study product and alternate etiology (if not related to study product) by a licensed study physician listed on the Form FDA 1572 as the site principal investigator or sub-investigator.
· Recorded on the appropriate SAE report form, the medical record and captured in the clinical database.
· Followed through resolution by a licensed study physician listed on the Form FDA 1572 as the site principal investigator or sub-investigator.
[bookmark: _Hlk15467834]For timeframe of recording adverse events, please refer to section 6.1. All serious adverse events recorded from the time of first investigational product administration must be reported to the sponsor with the exception of any listed in section 8.4. 
[bookmark: _Ref9933131][bookmark: _Toc18572332]Reporting of Serious Adverse Events
When CCR is the IND Sponsor include the language below:
Any AE that meets protocol-defined serious criteria or meets the definition of Adverse Event of Special Interest that require expedited reporting must be submitted immediately (within 24 hours of awareness) to OSRO Safety using the CCR SAE report form.  Any exceptions to the expedited reporting requirements are found in section 8.4.
All SAE reporting must include the elements described in section 8.2.
SAE reports will be submitted to the Center for Cancer Research (CCR) at: OSROSafety@mail.nih.gov and to the CCR PI and study coordinator.  CCR SAE report form and instructions can be found at: https://ccrod.cancer.gov/confluence/pages/viewpage.action?pageId=157942842
Following the assessment of the SAE by OSRO, other supporting documentation of the event may be requested by the OSRO Safety and should be provided as soon as possible.
[bookmark: _Ref18562385][bookmark: _Ref18562592][bookmark: _Toc18572333]Waiver of expedited reporting to CCR 
When the study endpoints include events that also meet the definition of an SAE, or the endpoints include specific evaluation of an adverse event, those events do not to be reported in an expedited manner to the sponsor. Only those events where there is evidence suggesting a causal relationship between the drug and the event (21 CFR 312.32(c)(5)) need to be reported in an expedited manner. 
In those cases, include the following language:
As [death/hospitalization due to disease progression/specific adverse event] is/are part of the study objectives, and captured as an endpoint in this study, they will not be reported in expedited manner to the sponsor. However, if there is evidence suggesting a causal relationship between the study drug and the event, report the event in an expedited manner according to section 8.3.

When there are known side-effects associated with the study intervention (according to the product label or the IB) that might meet the SAE definition, include a description of which events will be expeditiously reported to the Sponsor.
In those cases, include the following language:
As [study intervention] is known to result in [specific adverse event, including description of event intensity and source of the information [IB/product label]], only those SAEs that are [specify criteria] will be reported to the Sponsor in an expedited manner.

The PI will submit a summary table of all grade 3-5 events, whether or not considered related to the product, every 6 months. The report shall include the number of patients treated in the timeframe, the number of events per AE term per grade which occurred in the 6-month timeframe and in total since the start of the study, attribution, and type/category of serious. 
Reports will be submitted to the Center for Cancer Research (CCR) at OSROSafety@mail.nih.gov
The Sponsor might request case summaries for those events if, upon review, the Sponsor determines that an aggregate safety report is required (21CFR312.32(c)(1)(iv)).
[bookmark: _Toc9933768][bookmark: _Toc18572334]Safety Reporting Criteria to the Pharmaceutical Collaborators
Add this section if a manufacturer has reporting requirements
Reporting will be per the collaborative agreement. 
[bookmark: _Toc18572335]Reporting Pregnancy 
[bookmark: _Toc18572336]Maternal exposure
[bookmark: _Hlk11169803]If a patient becomes pregnant during the course of the study, the study treatment should be discontinued immediately, and the pregnancy reported to the Sponsor no later than 24 hours of when the Investigator becomes aware of it. The Investigator should notify the Sponsor no later than 24 hours of when the outcome of the Pregnancy become known,
Pregnancy itself is not regarded as an SAE. However, congenital abnormalities or birth defects and spontaneous miscarriages that meet serious criteria (section 8.1.2) should be reported as SAEs. 
The outcome of all pregnancies (spontaneous miscarriage, elective termination, ectopic pregnancy, normal birth, or congenital abnormality) should be followed up and documented.
[bookmark: _Toc18572337]Paternal exposure
Male patients should refrain from fathering a child or donating sperm during the study and for (insert xx days) after the last dose of (insert drug name).
Pregnancy of the patient’s partner is not considered to be an AE. However, the outcome of all pregnancies (spontaneous miscarriage, elective termination, ectopic pregnancy, normal birth, or congenital abnormality) occurring from the date of the first dose until (insert XX days) after the last dose should, if possible, be followed up and documented.
[bookmark: _Toc11149377][bookmark: _Toc18572338][bookmark: _Hlk11169880]Regulatory Reporting for Studies Conducted Under CCR‑Sponsored IND
Following notification from the investigator, CCR, the IND sponsor, will report any suspected adverse reaction that is both serious and unexpected.  CCR will report an AE as a suspected adverse reaction only if there is evidence to suggest a causal relationship between the study product and the adverse event.  CCR will notify FDA and all participating investigators (i.e., all investigators to whom the sponsor is providing drug under its INDs or under any investigator’s IND) in an IND safety report of potential serious risks from clinical trials or any other source, as soon as possible, in accordance to 21 CFR Part 312.32. 
All serious events will be reported to the FDA at least annually in a summary format.
[bookmark: _Toc18572339]Safety Oversight Committees
Place holder for Sponsor Safety Oversight Committee description.

[bookmark: _Toc18572340]CLINICAL MONITORING 
Sponsor monitoring plan would only be needed if the study involved an IND/IDE. Per the regulations, the FDA requires all sponsors of FDA-regulated research to have a monitoring plan in place to assess the progress of the clinical investigation. This includes both Industry-sponsored research and NIH-sponsored research where an NIH Investigator or IC is the sponsor. 
The following language is to be used for IND studies where CCR is the Sponsor.
As a sponsor for clinical trials, FDA regulations require the CCR to maintain a monitoring program. The CCR’s program allows for confirmation of: study data, specifically data that could affect the interpretation of primary and secondary study endpoints; adherence to the protocol, regulations, ICH E6, and SOPs; and human subjects protection. This is done through independent verification of study data with source documentation focusing on:
· Informed consent process
· Eligibility confirmation
· Drug administration and accountability
· Adverse events monitoring
· Response assessment.
The monitoring program also extends to multi-site research when the CCR is the coordinating center.
This trial will be monitored by personnel employed by a CCR contractor. Monitors are qualified by training and experience to monitor the progress of clinical trials. Personnel monitoring this study will not be affiliated in any way with the trial conduct.  

[bookmark: _Toc18572341]STATISTICAL CONSIDERATIONS  
[bookmark: _Hlk4148510]Consultation with the Biostatistics and Data Management Section is required for all investigator initiated protocols- Dr. Seth Steinberg (240-276-5563).
The following subsections should describe the statistical tests and analysis plans for the protocol. They should indicate how the study will answer the most important questions with precision and a minimum of bias, while remaining feasible.  
[bookmark: _Toc466023766][bookmark: _Toc466025750][bookmark: _Toc466027059][bookmark: _Toc466027386][bookmark: _Toc466539365][bookmark: _Toc466973563][bookmark: _Toc466974412][bookmark: _Toc466977817][bookmark: _Toc466978666][bookmark: _Toc466980218][bookmark: _Toc466983869][bookmark: _Toc466984717][bookmark: _Toc466985566][bookmark: _Toc466986414][bookmark: _Toc466987263][bookmark: _Toc466988270][bookmark: _Toc466989277][bookmark: _Toc466990126][bookmark: _Toc466990743][bookmark: _Toc467137749][bookmark: _Toc467138597][bookmark: _Toc467161636][bookmark: _Toc467165899][bookmark: _Toc467242537][bookmark: _Toc467243397][bookmark: _Toc467244258][bookmark: _Toc467245118][bookmark: _Toc467245978][bookmark: _Toc467246838][bookmark: _Toc467247869][bookmark: _Toc467248729][bookmark: _Toc467249314][bookmark: _Toc467255048]State whether there will be a formal SAP.  A formal SAP should be completed prior to database lock and unblinding of the study data. The SAP generally includes additional statistical analysis detail (e.g., more detail of analysis populations, summary of statistical strategies). If a separate SAP will be developed, subsections below can be summarized. 
[bookmark: _Toc484520921][bookmark: _Toc514656448][bookmark: _Toc18572342]Statistical Hypothesis
State the formal and testable null and alternative hypotheses for primary and key secondary endpoints, specifying the type of comparison (e.g., superiority, equivalence or non-inferiority, dose response) and time period for which each endpoint will be analyzed.

· Primary Endpoint(s): 
· Secondary Endpoint(s):
[bookmark: _Toc484520922][bookmark: _Toc514656449][bookmark: _Toc18572343]Sample Size Determination
Include number of participants to recruit, screen, and enroll to have adequate power to test the key hypotheses for the study.  Provide all information needed to validate your calculations, and also to judge the feasibility of enrolling and following the necessary number of participants. In particular, specify all of the following:

•   Outcome measure used for calculations (almost always the primary variable)
•   Test statistic
•   Null and alternative hypotheses
•   Type I error rate (alpha)
•   Power level (e.g., 80% power)
Assumed event rate for dichotomous outcome (or mean and variance of continuous outcome) for each study arm, justified and referenced by historical data as much as possible
· Statistical method used to calculate the sample size, with a reference for it and for any software utilized 
· Anticipated impact of dropout rates, withdrawal, cross-over to other study arms, missing data, etc. on study power (see also 8.4.2 Analysis of the Primary Efficacy Endpoint(s) and 8.4.3 Analysis of the Secondary Endpoint(s))
· Method for adjusting calculations for planned interim analyses, if any (Section 8.4.6, Planned Interim Analyses).

Further, present calculations from a suitable range of assumptions to gauge the robustness of the proposed sample size. The anticipated accrual rate should be reported, and based on the accrual ceiling, the duration of accrual and the total study duration should be discussed.
Discuss whether the sample size provides sufficient power for addressing secondary endpoints or exploratory analyses (e.g., subgroup analyses or moderator analyses involving an interaction term, Section 8.4.9, Exploratory Analyses).

[bookmark: _Toc484520923][bookmark: _Toc514656450][bookmark: _Toc18572344]Populations for Analyses
Clearly identify and describe the analysis datasets (e.g., which participants will be included in each). As a guide, this may include, but is not limited to, any or all of the following:

· Intention-to-Treat (ITT) Analysis Dataset (i.e., all randomized participants)
· Modified Intention-to-Treat Analysis Dataset (e.g., participants who took at least one dose of study intervention and/or have some particular amount of follow-up outcome data)
· Safety Analysis Dataset: defines the subset of participants for whom safety analyses will be conducted (e.g., participants who took at least one dose of study intervention)
· Per-Protocol Analysis Dataset: defines a subset of the participants in the full analysis (ITT) set who complied with the protocol sufficiently to ensure that these data would be likely to represent the effects of treatment according to the underlying scientific model (e.g., participants who took at least 80% of study intervention for 80% of the days within the maintenance period)
· Other Datasets that may be used for sensitivity analyses
[bookmark: _Toc514656451][bookmark: _Toc18572345]Evaluable for toxicity: 
All patients will be evaluable for toxicity from the time of their first treatment with (insert Agent).
[bookmark: _Toc514656452][bookmark: _Toc18572346]Evaluable for objective response: 
Only those patients who have measurable disease present at baseline, have received at least one cycle of therapy, and have had their disease re-evaluated will be considered evaluable for response.  These patients will have their response classified according to the definitions stated below.  (Note:  Patients who exhibit objective disease progression prior to the end of cycle 1 will also be considered evaluable.)
[bookmark: _Toc514656453][bookmark: _Toc18572347]Evaluable Non-Target Disease Response:  
Patients who have lesions present at baseline that are evaluable but do not meet the definitions of measurable disease, have received at least one cycle of therapy, and have had their disease re-evaluated will be considered evaluable for non-target disease.  The response assessment is based on the presence, absence, or unequivocal progression of the lesions. 
[bookmark: _Toc484520924][bookmark: _Toc514656454][bookmark: _Toc18572348]Statistical Analyses
[bookmark: _Toc484520925][bookmark: _Toc514656455][bookmark: _Toc18572349]General Approach
As a guide, the following should be addressed, as appropriate:

· For descriptive statistics, describe how categorical and continuous data will be presented (e.g., percentages, means with standard deviations, median, range). 
· For inferential tests, indicate the p-value and confidence intervals for statistical significance (Type I error) and whether one or two-tailed.
· Indicate whether covariates will be pre-specified in the sections below or later in a SAP.
· State whether checks of assumptions (e.g., normality) underlying statistical procedures will be performed and whether any corrective procedures will be applied (e.g., transformation or nonparametric tests).
[bookmark: _Toc15296807][bookmark: _Toc18572350][bookmark: _Ref477363318][bookmark: _Toc484520926][bookmark: _Toc514656456]Measures to Minimize Bias: Randomization and Blinding
Add the following section to new protocols that are submitted from 09/2019-forward.
Per NIH IRBO:  
Include content in this section if applicable, otherwise note as not applicable.
This section should contain a description of randomization and blinding procedures (if applicable to the study design).  It should include a description or a table that describes how study participants will be assigned to study groups, without being so specific that blinding or randomization might be compromised (e.g., the ratio between intervention and placebo groups may be stated).  If adaptive randomization or other methods of covariate balancing/minimization are employed, include a cross link to the methods of analysis in Section 9, Statistical Considerations. In addition, details regarding the implementation of procedures to minimize bias should be included in this section. DO NOT include details that might compromise these strategies. Design techniques to avoid bias can be found in the ICH Guidance for Industry E9 Statistical Principles for Clinical Trials.
Plans for the maintenance of trial randomization codes and appropriate blinding for the study should be discussed. The timing and procedures for planned and unplanned breaking of randomization codes should be included.  Include a statement regarding when unblinding may occur and who may unblind. Provide the criteria for breaking the study blind or participant code.  Discuss the circumstances in which the blind would be broken for an individual or for all participants (e.g., for serious adverse evets (SAEs)). Indicate to whom the intentional and unintentional breaking of the blind should be reported. 
Sometimes blinding is attempted but is known to be imperfect because of obvious effects related to study intervention or control product in some participants (e.g., dry mouth, bradycardia, fever, injection site reactions, and changes in laboratory data). Such problems or potential problems should be identified and, if there are plans to assess the magnitude of the problem or manage it, these should be described (e.g., having endpoint measurements carried out by study staff shielded from information that might reveal study group assignment).
If the study allows for some investigators to remain unblinded (e.g., to allow them to adjust medication), the means of shielding other investigators should be explained. Describe efforts to ensure that the study intervention and control/placebo are as indistinguishable as possible. Measures to prevent unblinding by laboratory measurements, if used, should be described.
Include a description of your plans to manage and report inadvertent unblinding.  If blinding is considered unnecessary to reduce bias for some or all of the observations, this should be explained (e.g., use of a random-zero sphygmomanometer eliminates possible observer bias in reading blood pressure and Holter tapes are often read by automated systems that are presumably immune to observer bias). If blinding is considered desirable but not feasible, the reasons and implications should be discussed.
[bookmark: _Toc18572351]Analysis of the Primary Endpoints
For each primary endpoint:
· Define the measurement or observation and describe how it is calculated, if not readily apparent  (this is the outcome measure(s) you will use to report results on clinicaltrials.gov)
· Describe the scale (nominal/binary/categorical, ordinal, interval); state if it is measured as a single endpoint/summary measure or repeated measure
· Describe the statistical procedure(s) that will be used to analyze the primary endpoint (e.g., multiple regression, repeated measures mixed models, logistic regression, Analysis of Covariance (ANCOVA)). Describe the covariates and factors in the model. Provide your rationale for covariates and how they will be selected to achieve a parsimonious model. If the decision to specify covariates is deferred for the SAP, indicate here. 
· Describe how results of statistical procedure(s) will be presented (e.g., adjusted means (Least-squares means (LSMEANS)) with standard errors, odds ratios with 95% confidence intervals, prevalence rates, number-needed-to-treat)
· Describe details to check assumptions required for certain types of analyses (e.g., proportional hazards, transformations or, when appropriate, nonparametric tests)
· Describe the Populations for which the analysis will be conducted, as discussed in Section 8.3, Populations for Analyses
· Describe how missing data will be handled (e.g., type of imputation technique, if any, and provide justification), and approach to handling outliers, nonadherence and lost to follow-up 
· For studies of investigational imaging agents, include details about image analysis and interpretation
If there is more than one primary endpoint or more than one analysis of a particular endpoint, state the statistical adjustment used for Type I error criteria or give reasons why it was considered unnecessary.
Note if more than one endpoint: the statistical approach for endpoints with the same analytic issues can be described as a group.
[bookmark: _Toc484520927][bookmark: _Toc514656457][bookmark: _Toc18572352]Analysis of the Secondary Endpoint(s)
For each secondary endpoint:

· Note if analysis of secondary endpoint(s) are dependent on findings of primary endpoint 
· Define the measurement or observation and describe how it is calculated, if not readily apparent (this is the outcome measure(s) you will use to report results on clinicaltrials.gov) 
· Describe the scale (nominal/binary/categorical, ordinal, and interval); state if it is measured as a single endpoint/summary measure or repeated measure.
· Describe the statistical procedure(s) that will be used to analyze the secondary endpoint (e.g., multiple regression, repeated measures mixed models, logistic regression, ANCOVA). Describe the covariates and factors in the model. Provide rationale for covariates and how they will be selected to achieve a parsimonious model. If decision to specify covariates is deferred for the SAP, indicate here. 
· Describe how results of statistical procedure(s) will be presented (e.g., adjusted means (LSMEANS) with standard errors, odds ratios with 95% confidence intervals, prevalence rates, and number-needed-to-treat).
· Describe details to check assumptions required for certain types of analyses (e.g., proportional hazards, transformations or, when appropriate, nonparametric tests).
· Describe the Populations for which the analysis will be conducted as discussed in Section 8.3, Populations for Analyses.
· Describe how missing data will be handled (e.g., type of imputation technique, if any, and provide justification), and approach to handling outliers, nonadherence and lost to follow-up. 
· If there is more than one primary endpoint or more than one analysis of a particular endpoint, state the statistical adjustment used for Type I error criteria or give reasons why it was considered unnecessary.

Note if more than one endpoint: the statistical approach for endpoints with the same analytic issues can be described as a group.
[bookmark: _Toc484520928][bookmark: _Toc514656458][bookmark: _Toc18572353]Safety Analyses
Describe how safety endpoints will be analyzed (e.g., as summary statistics during treatment and/or as change scores from baselines such as shift tables).  If your study is evaluating a formal safety endpoint, all of the factors to be included in Section 8.4.2, Analysis of the Primary Efficacy Endpoint(s) should be included here. Describe how AEs will be coded (e.g., Medical Dictionary for Regulatory Activities (MedDRA)), calculated (e.g., each AE will be counted once only for a given participant), presented (e.g., severity, frequency, and relationship of AEs to study intervention will be presented by System Organ Class (SOC) and preferred term groupings) and what information will be reported about each AE (e.g., start date, stop date, severity, relationship, expectedness, outcome, and duration).  Adverse events leading to premature discontinuation from the study intervention and serious treatment-emergent AEs should be presented either in a table or a listing.  The information included here should be consistent with the information contained within other sections of the study.
[bookmark: _Toc484520929][bookmark: _Toc514656459][bookmark: _Toc18572354]Baseline Descriptive Statistics
Include content in this section if applicable, otherwise delete this section.
Intervention groups should be compared on baseline characteristics, including demographics and laboratory measurements, using descriptive statistics. Discuss planned baseline descriptive statistics, indicate whether inferential statistics will be used.
[bookmark: _Toc484520930][bookmark: _Toc514656460][bookmark: _Toc18572355]Planned Interim Analyses
Include content in this section if applicable, otherwise delete.

This section should describe the types of statistical interim analyses and halting guidelines (if any) that are proposed, including their timing and who reviews the interim analyses.  In addition, if the interim analyses could result in an adjusted sample size, discuss the statistical algorithm to be used when evaluating results.   Pre-specify, to the extent possible, the criteria that would prompt an interim review of safety and efficacy data and trial futility. Describe who performs the statistical analysis and who reviews the analysis.  In addition, discuss whether they are unblinded and how the blinding will be preserved. 

If statistical rules will be used to halt enrollment into all or a portion of the study (e.g., for safety or futility), describe the statistical techniques and their operating characteristics.  If formal interim analyses will be performed, provide unambiguous and complete instructions so that an independent statistician could perform the analyses.

Describe safety findings that would prompt temporary suspension of enrollment and/or study intervention use until a safety review is convened (either routine or ad hoc). Provide details of the proposed rules for halting study enrollment or study intervention/administration of study product for safety, including whether they pertain to the entire study, specific study arms or participant subgroups, or other components of the study.  

State how endpoints will be monitored, the frequency of monitoring, and the specific definitions of proposed halting guidelines.  Examples of findings that might trigger a safety review are the number of SAEs overall, the number of occurrences of a particular type of SAE, severe AEs/reactions, or increased frequency of events.

Also discuss the impact of the interim analysis (if being done) on the final efficacy analyses, particularly on Type I error.  
This section should be consistent with Section 3.9, Criteria for Removal from Protocol Therapy and Off Study Criteria
[bookmark: _Toc484520931][bookmark: _Toc514656461][bookmark: _Toc18572356]Sub-Group Analyses
Describe how the primary endpoint will be analyzed based on age, sex, race/ethnicity or other demographic characteristic(s) or provide justification for why such analyses are not warranted (e.g., study intervention only for use in men or children).

Describe how the secondary endpoint(s) will be analyzed based on age, sex, race/ethnicity or other demographic characteristic(s) or provide justification for why such analyses are not warranted (e.g., study intervention only for use in men or children).
[bookmark: _Toc484520932][bookmark: _Toc514656462][bookmark: _Toc18572357]Tabulation of individual Participant Data
State whether individual participant data will be listed by measure and time point.
[bookmark: _Toc484520933][bookmark: _Toc514656463][bookmark: _Toc18572358]Exploratory Analyses
Exploratory analyses cannot be used as confirmatory proof for registration trials. All planned exploratory analyses should be specified in the protocol.

[bookmark: _Toc18572359]COLLABORATIVE AGREEMENTS (if applicable)
[bookmark: _Toc281240142][bookmark: _Toc281240384][bookmark: _Toc288125131][bookmark: _Toc484520935][bookmark: _Toc459289411][bookmark: _Toc18572360]Agreement Type
If the investigational study agent is provided by another party under a Collaborative Agreement [Cooperative Research and Development Agreement (CRADA) or Clinical Trials Agreement (CTA)], with the Pharmaceutical Company or other Institution, or if a Confidential Disclosure Agreement (CDA) is associated with the protocol, this section must be included in the protocol. If samples are being received or sent to another institution as a part of this protocol using a Material Transfer Agreement (MTA), the nature of that collaboration, including what specimens are sent to what institution specifically, should be included. Information on the investigational study agent’s Agreement status should be described in this section. If no Collaborative Agreement applies to the investigational study agent, this section should be marked “N/A”. 
Once the agreements are executed, please include the number identifying the agreement. 
[bookmark: _Toc484520936]For multi-center studies where specimens are being sent between sites for processing, the following language may be used for clarity: Transfers that are associated with correlative studies conducted under an approved protocol: Investigators in the NIH intramural program may participate in multi-site clinical trials (either as a site or as the coordinating center) under which human materials are transferred from the intramural program to another site for correlative studies that are part of the approved protocol. In such a situation, the protocol clearly documents the tests conducted under the correlative studies, and each institution participating in the clinical study is bound by the terms of their Protocol and their obligations under the statutes and regulations.  In addition, intramural protocols are cleared by the IC Clinical Director.  In such situations, use of an HM-MTA is not necessary for these transfers.
[bookmark: _Toc281240143][bookmark: _Toc281240385][bookmark: _Toc288125132][bookmark: _Toc484520937][bookmark: _Toc459289412][bookmark: _Toc18572361]Multi-Institutional Guidelines
For sites relying on the NIH Intramural IRB
[bookmark: _Hlk9934210]Until an electronic submission system is available to participating sites, documents requiring submission to the reviewing IRB per reliance agreement, including local consent documents generated from an approved model consent, should be provided to the coordinating center for submission to the IRB.  Thereafter, consents may be submitted directly to the IRB using iRIS.
For sites reviewed by local IRB
As the Coordinating Center for a trial, it is the PI’s responsibility to ascertain that no patients are entered on the trial at a participating institution without full IRB approval. Thus, the NIH Intramural IRB must approve the addition of each participating institution to the protocol and will require a copy of the local IRB approval from each participating institution before enrollment can begin.
[bookmark: _Toc281240144][bookmark: _Toc281240386][bookmark: _Toc288125133][bookmark: _Toc484520938][bookmark: _Toc459289413][bookmark: _Toc18572362]IRB Approvals 
[bookmark: _Toc281240145][bookmark: _Toc281240387][bookmark: _Toc288125134][bookmark: _Toc484520939][bookmark: _Toc459289414]The PI will provide the NIH Intramural IRB with a copy of the participating institution’s approved yearly continuing review.  Registration will be halted at any participating institution in which a current continuing approval is not on file at the NIH Intramural IRB.
[bookmark: _Toc18572363]Amendments and Consents
[bookmark: _Toc250632187][bookmark: _Toc281240146][bookmark: _Toc281240388][bookmark: _Toc288125135][bookmark: _Toc484520940][bookmark: _Toc459289415]The CCR PI will provide the NIH Intramural IRB with copies of all amendments, consents and approvals from each participating institution.

[bookmark: _Toc18572364]HUMAN SUBJECTS PROTECTIONS 
[bookmark: _Toc250632188][bookmark: _Toc281240147][bookmark: _Toc281240389][bookmark: _Toc288125136][bookmark: _Toc484520941][bookmark: _Toc459289416][bookmark: _Toc18572365]Rationale For Subject Selection
The protocol must include (a) a rationale for research subject selection based on a review of gender/ethnic/race categories at risk for the disease/condition being studied; (b) strategies/procedures for recruitment (including advertising, if applicable); and (c) justification for exclusions, if any. If the eligibility criteria exclude any population from the study on the basis of any factor, including but not limited to race, ethnicity, sex, disability, nationality, religion, age, or English-language ability, a justification for the exclusion based on scientific or safety concerns should be stated. Explain the rationale for the involvement of special classes of subjects, if any, such as fetuses, pregnant women, children, cognitively impaired individuals, prisoners or other institutionalized individuals, or others who are likely to be vulnerable. Reference the appropriate Clinical Center Medical Administrative Series or Federal Regulations Subparts as necessary when discussing the research involvement of these subjects. Discuss what, if any, procedures or practices will be used in the protocol to minimize their susceptibility to undue influences and unnecessary risks (physical, psychological, etc.) as research subjects.
[bookmark: _Toc250632189][bookmark: _Toc281240148][bookmark: _Toc281240390][bookmark: _Toc288125137][bookmark: _Toc484520942][bookmark: _Toc459289417][bookmark: _Toc18572366]Participation of Children
This section should provide either a description of the plans to include children and a rationale for selecting or excluding a specific age range of child, or an explanation of the reason(s) for excluding children as participants in the research. When children are included, the plan must also include a description of the expertise of the investigative team for dealing with children at the ages included, of the appropriateness of the available facilities to accommodate the children, and the inclusion of a sufficient number of children to contribute to a meaningful analysis relative to the purpose of the study
[bookmark: _Ref468091895][bookmark: _Toc484520943][bookmark: _Toc18572367]Participation of Subjects Unable to Give Consent
All research protocols should state whether adults who are unable to provide initial informed consent are excluded or are eligible to enroll, and the conditions, if any, under which adults who lose the ability to provide on-going consent subsequent to giving initial consent, may continue to participate. Investigators should encourage adults who are at risk for losing the ability to consent to complete a research advance directive. If adults who are unable to consent are eligible for enrollment and/or continued participation, the protocol will describe: 
· The justification for their inclusion
· How adults’ ability to provide initial and on-going consent will be assessed; 
· That the permission of an appropriate surrogate will be obtained per OHSRP SOP 14E; 
·  The risks of the research and likelihood of benefit (if any) for adults unable to consent;
· The procedures for obtaining assent, and the procedures for respecting dissent
Suggested language is provided for two common circumstances below. Tailor accordingly if circumstances differ. Please note that in general impaired subjects may only be enrolled/retained if there is a prospect of direct benefit, or if the risk profile is no more than minimal or a minor increase over minimal risk. (Refer to OHSRP SOP 14E)
For adults who are or may be unable to consent: All research protocols should state whether adults who are unable to provide initial informed consent are excluded or are eligible to enroll, and the conditions, if any, under which adults who lose the ability to provide on-going consent subsequent to giving initial consent, may continue to participate. 
· Suggested language for prospect of direct benefit studies for subjects seen at NIH on which the completion of the advance directives form is not required
Adults unable to give consent are excluded from enrolling in the protocol. However, re-consent may be necessary and there is a possibility, though unlikely, that subjects could become decisionally impaired. For this reason and because there is a prospect of direct benefit from research participation (section 12.4), all subjects ≥ age 18 will be offered the opportunity to fill in their wishes for research and care, and assign a substitute decision maker on the “NIH Advance Directive for Health Care and Medical Research Participation” form so that another person can make decisions about their medical care in the event that they become incapacitated or cognitively impaired during the course of the study. Note: The PI or AI will contact the NIH Ability to Consent Assessment Team (ACAT) for evaluation as needed for the following: an independent assessment of whether an individual has the capacity to provide consent; assistance in identifying and assessing an appropriate surrogate when indicated; and/or an assessment of the capacity to appoint a surrogate.  For those subjects that become incapacitated and do not have pre-determined substitute decision maker, the procedures described in NIH HRPP SOP 14E for appointing a surrogate decision maker for adult subjects who are (a) decisionally impaired, and (b) who do not have a legal guardian or durable power of attorney, will be followed.

[bookmark: _Toc250632190][bookmark: _Toc281240149][bookmark: _Toc281240391][bookmark: _Toc288125138][bookmark: _Toc484520944][bookmark: _Toc459289418][bookmark: _Ref11828115][bookmark: _Toc18572368]Evaluation of Benefits and Risks/Discomforts
Describe the potential benefits to subjects or to others that may reasonably be expected from the research. Describe any potential risks (physical, psychological (misunderstanding, anxiety, self-esteem, depression), social, risks to family relationships (related to determination of genetic/disease status, parentage, adoption) legal or other) and assess their likelihood and seriousness. Where appropriate, describe alternative treatment and procedures that might be advantageous to the subjects. Describe the procedures for protecting against or minimizing any potential risks, such as violations of confidentiality, and assess their likely effectiveness. Where appropriate, discuss provisions for ensuring necessary medical or professional intervention in the event of adverse effects to the subjects. Also, where appropriate, describe the provisions for monitoring the data collected to ensure the safety of subjects (data safety and monitoring board).

[bookmark: _Toc18572369][bookmark: _Toc250632192][bookmark: _Toc281240151][bookmark: _Toc281240393][bookmark: _Toc288125140][bookmark: _Toc484520946][bookmark: _Toc459289420]Risk/Benefit Assessment
[bookmark: _Toc15296777][bookmark: _Toc18572370]Known Potential Risks
Add the following section to new protocols that are submitted from 09/2019-forward.
Per NIH IRBO:  
Include a discussion of known potential risks from either clinical or nonclinical studies.  If a package insert or device labeling from a licensed or approved product is available, it should be used as the primary source of risk information. If the product is investigational, the IB should be the primary source of the risk information. In addition, relevant published literature can also provide relevant risk information. If the risk profile cannot be described from the package insert, device labeling, or the IB, the risk information discussion will result from published literature and should be included and referenced appropriately. 
· Potential risks and discomforts must be minimized to the greatest extent possible by using procedures such as appropriate training of personnel, monitoring, withdrawal of the subject upon evidence of difficulty or adverse event; and referral for treatment, counseling or other necessary follow-up.
· Consider risks not only immediate risks, but also delayed or long-term risks 
· Consider physical, reproductive, psychological, social, legal, and economic risks as well as community or group harms (e.g., breach of confidentiality is a common risk in social and behavioral research). If applicable, describe risks to others who are not subjects (e.g., group harms, harms to society).
· If risk is related to proposed procedures included in the protocol, describe alternative procedures that have been considered and explain why alternative procedures are not included 
· Provide a description of alternative courses of action which are available should the subject elect not to participate in the study.  If there are no alternatives available to the subject, this should be stated.
[bookmark: _Toc15296778][bookmark: _Toc18572371]Known Potential Benefits
Include a discussion of known potential benefits from either clinical or nonclinical studies.  If a package insert or device labeling from a licensed or approved product is available, it should be used as the primary source of potential benefit information. If the product is investigational, the IB should be the primary source of the potential benefit information. In addition, relevant published literature can also provide potential relevant benefit information. If the potential benefit cannot be described from the package insert, device labeling, or the IB, the potential benefit information discussion will result from published literature and should be included and referenced appropriately.
Describe any physical, psychological, social, legal, or any other potential benefits to individual participants or society in general, as a result of participating in the study, addressing each of the following: 
· Immediate potential benefits
· Long-range potential benefits
Note that payment to participants, whether as an inducement to participate or as compensation for time and inconvenience, is not considered a “benefit.” Provision of incidental care is also not to be considered a benefit.
[bookmark: _Ref11144674][bookmark: _Toc15296779][bookmark: _Toc18572372]Assessment of Potential Risks and Benefits
[bookmark: _Hlk15560144]Include an assessment of known potential risks and benefits, addressing each of the following:
· Rationale for the necessity of exposing participants to risks and a summary of the ways that risks to participants were minimized in the study design
· Justification as to why the risks of participation in the study outweigh the value of the information to be gained
[bookmark: _Toc18572373]Consent and Assent Process and Documentation
[bookmark: _Hlk504572410]Describe the consent procedures to be followed, including the circumstances in which consent will be sought and obtained, who will seek it, the nature of the information to be provided to prospective subjects, and the method of documenting consent.  Discuss the setting where consent will be obtained (location of in-person discussion, phone, mail). Discuss any special circumstances regarding obtaining consent, such as waived consent, opt-out, verbal consent, consent with speakers of other languages and translation of materials into other languages. The proposed consent must be attached.  It should be written in the second person and at a grade level <8th.  NIH form NIH-2514-1 (Consent to Participate in a Clinical Research Study) is to be used for all subjects enrolled in research conducted at the clinical center.  
Sample language:
[bookmark: _Hlk516842198]The procedures and tests involved in this study and the associated risks, discomforts and benefits of these processes, will be carefully explained to the patient or the patient’s parents or guardian if he/she is a child, and a signed informed consent document will be obtained prior to entry onto the study.
For assent of children, if applicable
Children (those individuals under age 18) are generally not empowered to give consent, but depending on their age, they may have the ability to give assent (“assent” means a child’s affirmative agreement to participate in research).  Every protocol involving children must include a discussion of how assent will be obtained for the particular study  including who will determine what type of assent (verbal, written) will be obtained for each child.  If appropriate, age guidelines should be included for the type of assent to be obtained.  Oral assent will be documented by the parent’s/guardian’s signature in Section of the informed consent document.  Written assent will be documented by the child themselves when they sign the assent document and no parent/guardian signature is needed in Section C of the informed consent document. 

Sample language for verbal and written assent:
Where deemed appropriate by the clinician and the child’s parent(s) or guardian, the child will also be included in all discussions about the trial and age-appropriate language will be used to describe the procedures and tests involved in this study, along with the risks, discomforts and benefits of participation. Verbal assent will be obtained as appropriate for children ages [fill in the blank].  The child will sign the appropriate line in the consent document to attest to assent.  Children under the age of 18, but who are age [fill in the blank] or older will be asked to sign an age appropriate assent form. Children under the age of [fill in the blank] will not be required to provide assent as they typically do not have the cognitive ability to fully understand the nature of research. The consent/assent process will be documented in the child’s medical record, including the assessment of the child’s ability to provide assent (verbal versus written) as applicable. All children will be contacted after they have reached the age of 18 to determine whether they wish to continue on the trial and informed consent will be obtained from them at that time.
Sample language for verbal assent only:
Where deemed appropriate by the clinician and the child’s parent(s) or guardian, the child will also be included in all discussions about the trial and age-appropriate language will be used to describe the procedures and tests involved in this study, along with the risks, discomforts and benefits of participation. Written assent will not be obtained from children as the study holds out the prospect of direct benefit that is important to the health and well-being of the child and is available only in the context of the research. Verbal assent will be obtained as appropriate for children ages [fill in the blank].  The child will sign the appropriate line in the consent document to attest to assent. Children under the age of [fill in the blank] will not be required to provide assent as they typically do not have the cognitive ability to fully understand the nature of research. The consent/assent process will be documented in the child’s medical record, including the assessment of the child’s ability to provide assent (verbal versus written) as applicable. All children will be contacted after they have reached the age of 18 to determine whether they wish to continue on the trial and informed consent will be obtained from them at that time.
Sample language for waiver of assent:
If assent will not be obtained, the protocol must provide justification for no assent procedures. The Code of Federal Regulations allow for waiver of assent if the capacity of some or all of the children is so limited that they cannot reasonably be assented or if the intervention or procedures involved in the research holds out the prospect of direct benefit to the health or well-being of the children and is available on the context of research. However, the child should be included in the discussions to the degree they are capable of understanding. 
Assent of children will not be sought in this study as children with the condition being studied are cognitively impaired and cannot reasonably provide assent. All children will be contacted after they have reached the age of 18 to determine whether they wish to continue on the trial and informed consent will be obtained from them at that time.
Sample language for waiver of consent for minors who reach the age of majority:
[bookmark: _Toc484520947][bookmark: _Toc514656476][bookmark: _Toc18572374][bookmark: _Hlk504573007]Consent for minors when they reach the age of majority 
When a pediatric subject reaches age 18, continued participation (including ongoing interactions with the subject or continued analysis of identifiable data) will require consenting of the now adult with the standard protocol consent document to ensure legally effective informed consent has been obtained. We request waiver of informed consent for those individuals who become lost to follow up or who have been taken off study prior to reaching the age of majority.
Requirements for Waiver of Consent consistent with 45 CFR 46.116 (d):
1. The research involves no more than minimal risk to the subjects.
0. Analysis of samples and data from this study involves no additional risks to subjects.
1. The waiver or alteration will not adversely affect the rights and welfare of the subjects.
1. Retention of these samples or data does not affect the welfare of subjects. 
1. The research could not practicably be carried out without the waiver or alteration.
2. Considering the length of time between the minor’s last contact with the research team and their age of majority, it will likely be very difficult to locate them again.  A significant reduction in the number of samples analyzed is likely to impact the quality of the research. 
1. [bookmark: _Hlk14092948]The research could not practicably be carried out without using such information or biospecimens in an identifiable format
3. Studies performed may involve the correlation of clinical outcomes and clinical interventions with laboratory studies.  Such information would be unavailable we did not have access to medical record numbers, a form of identifiable information. 
1. Whenever appropriate, the subjects will be provided with additional pertinent information after participation.
4. We only request a waiver of consent for those subjects who have been lost to follow-up or who  have been taken off study prior to reaching the age of majority.
[bookmark: _Toc514656477][bookmark: _Ref11828151][bookmark: _Toc18572375][bookmark: _Toc484520949][bookmark: _Hlk504572669]Telephone consent 
Suggested language if allowing consent via telephone:
[Please add a sentence or 2 noting specifically the circumstances under which telephone consent will be permitted.  e.g. reconsent; initial consent of an absent parent when 2 signatures required; initial consent on non-treatment studies.]The informed consent document will be sent to the subject. An explanation of the study will be provided over the telephone after the subject has had the opportunity to read the consent form. The subject will sign and date the informed consent. 
The original informed consent document will be sent back to the consenting investigator who will sign and date the consent form with the date the consent was obtained 	via telephone.  
A fully executed copy will be returned via mail for the subject’s records.
The informed consent process will be documented in the medical record.
[bookmark: _Toc18572376]Telephone assent
Suggested language if child assent will be obtained via telephone, unless a waiver of assent has been requested:
The informed consent and assent documents will be sent to the parents/guardian and child. An explanation of the study will be provided over the telephone after the parents/guardian and child have had the opportunity to read the documents. Age-appropriate language will be used to discuss the study with the child. The parents/guardian will sign and date the informed consent add if verbal assent permitted and the child will sign the appropriate line in consent document to attest to assent. If an assent form is used (see above for when an assent form will be used), the child will sign and date that form. All children will be contacted after they have reached the age of 18 to determine whether they wish to continue on the trial and informed consent will be obtained from them at that time.
The original signed informed consent and assent documents will be sent back to the consenting investigator who will sign and date the consent form with the date the consent was obtained via telephone.  
A fully executed copy will be returned via mail to the subject.
The informed consent and assent process will be documented in the medical record.

[bookmark: _Toc18572377]REGULATORY AND OPERATIONAL CONSIDERATIONS 
Add the following sections to new protocols that are submitted from 09/2019-forward.
Per NIH IRBO:  
[bookmark: _Toc15296859][bookmark: _Toc18572378][bookmark: _Hlk16071667][bookmark: _Toc9605063][bookmark: _Toc250632210][bookmark: _Toc281240152][bookmark: _Toc281240394][bookmark: _Toc288125141][bookmark: _Toc484520951][bookmark: _Toc459289423]Study Discontinuation and Closure
List possible reasons for termination or temporary suspension of the study (e.g., study closure based on PI decision, sponsor/funder decision, regulatory or other oversight bodies; review of serious, unexpected, and related AEs; noncompliance; futility).  For any study that is prematurely terminated or temporarily suspended, the PI will promptly inform study participants, the IRB, and sponsor and provide the reason(s) for the termination or temporary suspension. 
When a study is prematurely terminated, refer to Section 7, Study Intervention Discontinuation and Participant Discontinuation/Withdrawal, for handling of enrolled study participants.
Example text provided as a guide, customize as needed:  
This study may be temporarily suspended or prematurely terminated if there is sufficient reasonable cause.  Written notification, documenting the reason for study suspension or termination, will be provided by the suspending or terminating party to <study participants, investigator, funding agency, the Investigational New Drug (IND) or Investigational Device Exemption (IDE) sponsor and regulatory authorities>.  If the study is prematurely terminated or suspended, the Principal Investigator (PI) will promptly inform study participants, the Institutional Review Board (IRB), and sponsor and will provide the reason(s) for the termination or suspension.  Study participants will be contacted, as applicable, and be informed of changes to study visit schedule.
 Circumstances that may warrant termination or suspension include, but are not limited to:
· Determination of unexpected, significant, or unacceptable risk to participants
· Demonstration of efficacy that would warrant stopping   
· Insufficient compliance to protocol requirements
· Data that are not sufficiently complete and/or evaluable
· Determination that the primary endpoint has been met
· Determination of futility
Study may resume once concerns about safety, protocol compliance, and data quality are addressed, and satisfy the sponsor, IRB and/or Food and Drug Administration (FDA).
[bookmark: _Toc15296864][bookmark: _Toc18572379][bookmark: _Hlk16071558]Quality Assurance and Quality Control
This section will briefly describe the plans for quality management, the system for assessing the quality of processes within a system.  Quality management encompasses quality assurance (QA)[footnoteRef:2] and quality control (QC)[footnoteRef:3].   [2:   All those planned and systematic actions that are established to ensure that the trial is performed and the data are generated, documented (recorded), and reported in compliance with ICH GCP and the applicable regulatory requirement(s) (ICH E6 Section 1.46).]  [3:   The operational techniques and activities undertaken within the quality assurance system to verify that the requirements for quality of the trial-related activities have been fulfilled (ICH E6 Section 1.47).] 

Each site, both clinical and laboratory, should have SOPs for quality management that describe:  
· How data and biological specimens (when applicable) will be evaluated for compliance with the protocol, ethical standards, regulatory compliance, and accuracy in relation to source documents. 
· The documents to be reviewed (e.g., CRFs, clinic notes, product accountability records, specimen tracking logs, questionnaires, audio or video recordings), who is responsible, and the frequency for reviews.  
· Who will be responsible for addressing QA issues (e.g., correcting procedures that are not in compliance with protocol) and QC issues (e.g., correcting errors in data entry). 
· Staff training methods and how such training will be tracked.
· If applicable, calibration exercises conducted prior to and during the study to train examiners and maintain acceptable intra- and inter-examiner agreement.
· Regular monitoring and an independent audit, if conducted, must be performed according to ICH GCP. .
Example text provided as a guide, customize as needed:
Each clinical site will perform internal quality management of study conduct, data and biological specimen collection, documentation and completion.  An individualized quality management plan will be developed to describe a site’s quality management.
Quality control (QC) procedures will be implemented beginning with the data entry system and data QC checks that will be run on the database will be generated. Any missing data or data anomalies will be communicated to the site(s) for clarification/resolution.
Following written Standard Operating Procedures (SOPs), the monitors will verify that the clinical trial is conducted and data are generated and biological specimens are collected, documented (recorded), and reported in compliance with the protocol, International Conference on Harmonisation Good Clinical Practice (ICH GCP), and applicable regulatory requirements (e.g., Good Laboratory Practices (GLP), Good Manufacturing Practices (GMP)). 
The investigational site will provide direct access to all trial related sites, source data/documents, and reports for the purpose of monitoring and auditing by the sponsor, and inspection by local and regulatory authorities.
[bookmark: _Toc15296875][bookmark: _Toc18572380]Conflict of Interest Policy
This section should include a description of how the study will manage actual or perceived conflicts of interest. 
Example text provided as a guide, customize as needed:
[bookmark: _Toc11149412]The independence of this study from any actual or perceived influence, such as by the pharmaceutical industry, is critical.  Therefore, any actual conflict of interest of persons who have a role in the design, conduct, analysis, publication, or any aspect of this trial will be disclosed and managed. Furthermore, persons who have a perceived conflict of interest will be required to have such conflicts managed in a way that is appropriate to their participation in the design and conduct of this trial.  The study leadership in conjunction with the <specify NIH Institute or Center (IC)> has established policies and procedures for all study group members to disclose all conflicts of interest and will establish a mechanism for the management of all reported dualities of interest.
[bookmark: _Toc11149413][bookmark: _Hlk504573285]
[bookmark: _Toc11149414][bookmark: _Toc18487362][bookmark: _Toc18572381][bookmark: _Toc9605066][bookmark: _Toc11149415][bookmark: _Toc18487363][bookmark: _Toc18572382][bookmark: _Toc11149416][bookmark: _Toc18487364][bookmark: _Toc18572383][bookmark: _Toc11149417][bookmark: _Toc18487365][bookmark: _Toc18572384][bookmark: _Toc11149418][bookmark: _Toc18487366][bookmark: _Toc18572385][bookmark: _Toc514656480][bookmark: _Toc18572386]PHARMACEUTICAL AND INVESTIGATIONAL DEVICE INFORMATION  
If a drug is being used off label for research purposes, please provide the rationale for the use of the off-label product without an IND.   For example:
There will be no IND obtained for the use of any of the commercial agents used in this study. 
This study meets the criteria for exemption for an IND as this investigation is not intended to support a new indication for use or any other significant change to the labeling;
the drugs are already approved and marketed and the investigation is not intended to support a significant change in advertising; and the investigation does not involve a route of administration or dosage level in use in a patient population or other factor that significantly increases the risks (or decreases the acceptability of the risks) associated with the use of the drug product.
[bookmark: _Toc250632213][bookmark: _Toc281240155][bookmark: _Toc281240397][bookmark: _Toc288125144][bookmark: _Toc484520954][bookmark: _Toc459289426]For each investigational study drug, describe the items listed below.
For each commercial drug, provide source and administration information.  If administration information is already in section 3, provide a reference to that section.  Other items listed below should reference the package insert.
[bookmark: _Toc250632211][bookmark: _Toc281240153][bookmark: _Toc281240395][bookmark: _Toc288125142][bookmark: _Toc484520952][bookmark: _Toc514656481][bookmark: _Toc18572387]Drug X (include IND # if applicable)
[bookmark: _Toc250632212][bookmark: _Toc281240154][bookmark: _Toc281240396][bookmark: _Toc288125143][bookmark: _Toc484520953][bookmark: _Toc514656482][bookmark: _Toc18572388]Source/Acquisition and Accountability 
Is it commercial or investigational- if investigational, identify the IND Sponsor and supplier of the study agent/biologic. If appropriate include how to order drug.
Include the following additional information for protocols that are submitted from 09/2019-forward.  Per NIH IRBO:  
State how the study intervention and control product will be provided to the investigator. Describe plans about how and by whom the study intervention will be distributed, including participation of a drug repository or pharmacy, and plans for disposal of expired or return of unused product. Detailed information may be provided in a MOP or a separate SOP.
[bookmark: _Toc18572389]Toxicity 
Describe all toxicities observed in patients and/or relevant animal studies
[bookmark: _Toc250632214][bookmark: _Toc281240156][bookmark: _Toc281240398][bookmark: _Toc288125145][bookmark: _Toc484520955][bookmark: _Toc459289427][bookmark: _Toc18572390]Formulation and preparation 
How supplied (i.e. vials, tablets, capsules, etc.), dosage size (ie.mg, units) and reconstitution, mixing and dilution instructions.
[bookmark: _Toc250632215][bookmark: _Toc281240157][bookmark: _Toc281240399][bookmark: _Toc288125146][bookmark: _Toc484520956][bookmark: _Toc459289428][bookmark: _Toc18572391]Stability and Storage 
Instructions for both the reconstituted and unreconstituted forms;
[bookmark: _Toc250632216][bookmark: _Toc281240158][bookmark: _Toc281240400][bookmark: _Toc288125147][bookmark: _Toc484520957][bookmark: _Toc459289429][bookmark: _Toc18572392]Administration procedures
Route (i.v., i.m., p.o., etc.), rate of infusion, compatible fluids, and special handling (type of tubing or use of filters); for investigational devices, describe use procedures
[bookmark: _Toc250632217][bookmark: _Toc484520958][bookmark: _Toc281240159][bookmark: _Toc281240401][bookmark: _Toc288125148][bookmark: _Toc459289430][bookmark: _Toc18572393]Incompatibilities
Include drug interactions; and toxicities. For standard agents, refer to the package insert/PDR/Formulary. For investigational agents, include the chemical formula and structure, the molecular weight and the mechanism of action. Provide a copy of the drug brochure to the Pharmacy Department for drugs that are used for the first time.


[bookmark: _Toc250632218][bookmark: _Toc281240160][bookmark: _Toc281240402][bookmark: _Toc288125149][bookmark: _Toc484520959][bookmark: _Toc459289431][bookmark: _Toc18572394]REFERENCES 
Include relevant, current key references for proposed study.
[bookmark: _ENREF_1]1.	Eisenhauer EA, Therasse P, Bogaerts J, Schwartz LH, Sargent D, Ford R, Dancey J, Arbuck S, Gwyther S, Mooney M et al: New response evaluation criteria in solid tumours: revised RECIST guideline (version 1.1). Eur J Cancer 2009, 45(2):228-247.
[bookmark: _ENREF_2]2.	Scher HI, Halabi S, Tannock I, Morris M, Sternberg CN, Carducci MA, Eisenberger MA, Higano C, Bubley GJ, Dreicer R et al: Design and end points of clinical trials for patients with progressive prostate cancer and castrate levels of testosterone: recommendations of the Prostate Cancer Clinical Trials Working Group. J Clin Oncol 2008, 26(7):1148-1159.
[bookmark: _ENREF_3]3.	Rustin GJ, Quinn M, Thigpen T, du Bois A, Pujade-Lauraine E, Jakobsen A, Eisenhauer E, Sagae S, Greven K, Vergote I et al: Re: New guidelines to evaluate the response to treatment in solid tumors (ovarian cancer). J Natl Cancer Inst 2004, 96(6):487-488.
[bookmark: _ENREF_4]4.	Bubley GJ, Carducci M, Dahut W, Dawson N, Daliani D, Eisenberger M, Figg WD, Freidlin B, Halabi S, Hudes G et al: Eligibility and response guidelines for phase II clinical trials in androgen-independent prostate cancer: recommendations from the Prostate-Specific Antigen Working Group. J Clin Oncol 1999, 17(11):3461-3467.
[bookmark: _ENREF_5]5.	Vergote I, Rustin GJ, Eisenhauer EA, Kristensen GB, Pujade-Lauraine E, Parmar MK, Friedlander M, Jakobsen A, Vermorken JB: Re: new guidelines to evaluate the response to treatment in solid tumors [ovarian cancer]. Gynecologic Cancer Intergroup. J Natl Cancer Inst 2000, 92(18):1534-1535.

[bookmark: _Toc288125150][bookmark: _Toc484520960][bookmark: _Toc18572395]
APPENDIX A-Performance Status Criteria
	ECOG Performance Status Scale

	Karnofsky Performance Scale

	Grade
	Descriptions
	Percent
	Description

	0
	Normal activity. Fully active, able to carry on all pre-disease performance without restriction.
	100
	Normal, no complaints, no evidence of disease.

	
	
	90
	Able to carry on normal activity; minor signs or symptoms of disease.

	1
	Symptoms, but ambulatory. Restricted in physically strenuous activity, but ambulatory and able to carry out work of a light or sedentary nature (e.g., light housework, office work).
	80
	Normal activity with effort; some signs or symptoms of disease.

	
	
	70
	Cares for self, unable to carry on normal activity or to do active work.

	2
	In bed <50% of the time. Ambulatory and capable of all self-care, but unable to carry out any work activities. Up and about more than 50% of waking hours.
	60
	Requires occasional assistance, but is able to care for most of his/her needs.

	
	
	50
	Requires considerable assistance and frequent medical care.

	3
	In bed >50% of the time. Capable of only limited self-care, confined to bed or chair more than 50% of waking hours.
	40
	Disabled, requires special care and assistance.

	
	
	30
	Severely disabled, hospitalization indicated. Death not imminent.

	4
	100% bedridden. Completely disabled. Cannot carry on any self-care. Totally confined to bed or chair.
	20
	Very sick, hospitalization indicated. Death not imminent.

	
	
	10
	Moribund, fatal processes progressing rapidly.

	5
	Dead.
	0
	Dead.



[bookmark: _Toc288125151][bookmark: _Toc484520961][bookmark: _Toc459289433][bookmark: _Toc18572396]
INVESTIGATOR AGREEMENT
This form can be used to send to Participating site PIs if the CCR is the coordinating center for the protocol.
I have received and reviewed the Investigator Brochure for (insert Study Agent)

I have read this protocol and agree that the study is ethical.

I agree to conduct the study as outlined and in accordance with all applicable regulations and guidelines. 

I agree to maintain the confidentiality of all information received or developed in connection with this protocol.


Protocol Title:



Protocol Version Date:


_______________________________________           		___________________
Signature of Principal Investigator						Date


_________________________________________
Name of Principal Investigator (printed or typed)






