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[bookmark: _Toc434575280]INSTRUCTIONS


The protocol template is a tool to facilitate rapid protocol development. It is not intended to supersede the role of the Protocol Principal Investigator in the authoring and scientific development of the protocol. It contains the language required in protocols submitted to the NCI, Division of Cancer Prevention (DCP). Please modify all sections as necessary to meet the scientific aims of the study and development of the protocol. 

1. Each protocol submission consists of four parts: 

a. DCP Consortia Protocol Submission Worksheet (PSW): This document contains prompts for required administrative information. The PSW is required for all protocol submissions including the original protocol, revisions and amendments. It is available at http://prevention.cancer.gov/clinical-trials/clinical-trials-management/protocol-information-office/pio-instructions-and-tools/2012-consortia.

b. Main Body and Appendices of the protocol: This document provides standard language plus instructions and prompts for information required in each DCP protocol. The current protocol template is attached to these instructions, and is available at http://prevention.cancer.gov/clinicaltrials/management/pio/instructions. Please ensure the current version of the template always is used for protocol development. 

c. Additional Study-Related Documents: These documents include the Recruitment and Retention Plan, the Pharmacokinetic and Biomarker Methods Development Report, the Case Report Forms (CRFs) and attachments, the Data Management Plan (DMP), the Multi-Institutional Monitoring Plan (MIMP), and the Data and Safety Monitoring Plan (DSMP). 

	The Recruitment and Retention Plan, Pharmacokinetic and Biomarker Methods Development Report, CRFs and attachments, and protocol-specific addenda to the DMP, MIMP and DSMP are submitted with the initial protocol. These documents are not considered an integral part of the protocol. Unless required by local practices, these documents do not need to be submitted to the local Institutional Review Board (IRB) and should not be referenced in the protocol.  

	The DMP, MIMP, and DSMP have been standardized and approved for each consortium. Submit supplemental information or addenda to these plans (e.g., a protocol-specific addendum to the DMP) only as required.

d. Protocol budget

2. An “administratively complete” protocol submission must include the following components:

a. First submission
i. DCP Consortia Protocol Submission Worksheet 
ii. Protocol including the informed consent document
1. A protocol document version number and date must be on the cover page.
2. All pages of the protocol must include a header that identifies the protocol by DCP protocol number, protocol document version date and version number. Pagination must be complete.
3. The Table of Contents (TOC) sections and page numbers must match the protocol.
iii. All appendices (correct header and pagination)
iv. All Additional Study-Related Documents (Recruitment and Retention Plan, Pharmacokinetic and Biomarker Methods Development Report, CRFs and attachments, supplemental information or addenda to the standardized DCP-approved documents (DMP, MIMP, and DSMP).
v. Protocol budget

b. All subsequent submissions (protocol revisions and amendments) must include:
i. Cover letter with a point-by-point response to DCP reviewer required and recommended changes with references to the changed document section.
ii. An updated PSW
iii. Amended protocol budget, if applicable, or a statement indicating that the proposed revision or amendment will not result in a change to the budget.
iv. “Tracked changes” or highlighted version of the protocol with informed consent and study-related documents, as appropriate, indicating changes from previous version
v. Clean copy of all documents with highlights removed
vi. Any changes to the CRFs or other study-related documents resulting from a protocol revision or amendment must be included with the submission for review and approval.
vii. Standard font indicates suggested language that should be retained in the document. 
viii. Bold font indicates language that must be retained in the document.
ix. Blank space or ________ indicates that you should fill in the appropriate information.

“Administratively Incomplete” submissions will be returned to the Consortium Lead PI for completion. The review process will begin following receipt of an administratively complete submission.

3. All sections in the Protocol Template should be retained within the body of the document. If not appropriate for a given study, please insert “Not Applicable” after the section number and delete the corresponding text.

4. All Protocol Template instructions and prompts are in italics. Italicized information should be deleted prior to submitting the protocol to DCP.

5. Please note that the Protocol Template has built-in styles for headings levels 1–4 (Level 1 Heading – Level 4 Heading; see image below).  
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These heading styles will automatically update the Table of Contents (TOC) and convert to Bookmarks in a final PDF protocol document.  Please retain the heading styles.

6. To update the TOC in your protocol document:

	2007–2013 MS Word:

a.	On the References tab, in the Table of Contents group, click Update Table. 

[image: Table of Contents group]

b.	Click Update entire table.

2003 MS Word:

a.	Click the table of contents. 
b.	Press F9.

Please do not edit the TOC manually.

7. DCP terminology for changes to protocol:

a. Changes made prior to the initial DCP study approval are “Revisions”

b. Changes made after DCP approval are “Amendments”

8. Indicate changes using the ‘tracked changes’ function, highlighting, or underlining new or modified text in protocol revisions or amendments to facilitate the review process.

9. All document submissions must be sent electronically to Head, DCP Protocol Information Office (NCI_DCP_PIO@mail.nih.gov). Documents submitted elsewhere will not be accepted for review.

10. DCP Consortia forms are available at http://prevention.cancer.gov/clinical-trials/clinical-trials-management/protocol-information-office/pio-instructions-and-tools/2012-consortia.

Questions: 
Contact the DCP Protocol Information Office at (240) 276-7130 or e-mail NCI_DCP_PIO@mail.nih.gov

DCP Protocol Number
Protocol Version Number, Protocol Version Date


DCP Protocol Number
Protocol Version Number, Protocol Version Date


DCP Protocol Template	–1–
Protocol Template Version 6.3
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DCP Protocol Template	–i–
Protocol Template Version 8.5
08/31/2016
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DCP Protocol #:	This number will be assigned by DCP and may be the same as or different from the local protocol number. The DCP protocol number must appear on all protocol document versions and all communication to DCP. 

Local Protocol #:	Insert your local protocol # for this study. If a local protocol number has not been assigned, indicate ‘pending’. DEFINITION: The local protocol number is assigned by the Lead Organization according to local institutional conventions or Consortium guidelines. 

				PROTOCOL TITLE
	
Consortium Name:			Insert name of Consortium 
Name of Consortium Principal 	Name & Title of the Principal Investigator of Consortium Lead Organization
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NOTE: If this is a multi-institution study:
1. The protocol title page(s) must include the name and address of each participating institution and any affiliates participating in the study. 
2. The protocol title page(s) must include the names of all investigators at each institution; his/her telephone, Fax, and e-mail address. 
3. Indicate the protocol lead investigator responsible for the study at each institution; his/her telephone, Fax, and e-mail address. 
4. Indicate administrative (non-accruing) sites with an asterisk and an associated footnote (e.g., “No participant accrual occurs at this site”).


IND Sponsor:		NCI/Division of Cancer Prevention (or other Sponsor)
			If other sponsor, please add contact information.
IND#			_________________________
Agent(s)/Supplier:	   Study Agent(s)   /Supplier Name   
NCI Contract #	________________
Protocol Version Date:	_____ (Date) _____

Protocol Revision or 	
Amendment #		Revision or Amendment #
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Please provide a schema for the study.
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	1.	Select the TOC by highlighting it.
	2. 	Right-click on the highlighted TOC. You will see a dialogue box asking if you want to update the whole table or just the page numbers.
	3.	Choose update page numbers.
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1.	OBJECTIVES

Study objectives are concise statements of the primary and secondary clinical and statistical questions that the study is designed to answer. Each objective should be stated as specifically and succinctly as possible. Both primary and secondary hypotheses must relate to the hypotheses presented in the rationale (section 2.3) and should be consistent with the objectives described in the statistical section (section 13.0). Clearly differentiate between primary and secondary objectives. Number the objectives in order of priority.

[bookmark: _Toc320103497][bookmark: _Toc340148663][bookmark: _Toc434575284]1.1	Primary Objectives – Insert primary protocol objective. 

[bookmark: _Toc320103498][bookmark: _Toc340148664][bookmark: _Toc434575285]1.2	Secondary Objectives – Insert secondary protocol objectives, if pertinent. 

[bookmark: _Toc320103499][bookmark: _Toc340148665][bookmark: _Toc434575286]2.	BACKGROUND

[bookmark: _Toc320103500][bookmark: _Toc340148666][bookmark: _Toc434575287]2.1	Study Disease

Please provide background information on the study disease. (May not be applicable in phase 1 trials).

[bookmark: _Toc320103501][bookmark: _Toc340148667][bookmark: _Toc434575288]2.2	Study Agent

Please provide background information on the study agent, including information to support safety issues and the rationale for the study dose and duration of exposure. 

[bookmark: _Toc320103502][bookmark: _Toc340148668][bookmark: _Toc434575289]2.3	Rationale

Please provide the background rationale for evaluating this agent in this cohort/target organ. Present possible mechanisms and/or theoretical framework for conducting the study. Include relevant literature review and pertinent preclinical, pilot, and preliminary and/or unpublished data to support conduct of the trial. Clearly state the hypotheses for the primary and secondary objectives. Justify selection of target population, agent, endpoints and choice of techniques for endpoint assessment, measurement of drugs, metabolites and drug effects. Describe the contributions that the proposed study will make to the current knowledge base.

[bookmark: _Toc320103503][bookmark: _Toc340148669][bookmark: _Toc434575290]3.	SUMMARY OF STUDY PLAN

For the convenience of the reader, this section should provide a brief synopsis of the following points:
· Study design
· Number of participants to be enrolled (total number and number per arm)

Example: A maximum of 25 participants will be accrued into each of four intervention arms. Three additional participants are anticipated to accrue per arm to account for an anticipated drop out rate of 10%. Assuming a screening rate of approximately 25 participants per month and an accrual rate of approximately 8–10 participants per month, we expect the study to be complete within 18–24 months.

· Brief description of the study population
· Intervention plan, including doses, dose groups, and duration of exposure to the study agent.

Example: Participants will be given two 30 gram tubes of study agent at the baseline visit and at months 3, 6, 9, and 12. Participants will take study agent for 54 ± 2 weeks (minimum) to 102 ± 2 weeks (maximum). Duration of administration will depend on when a participant is randomized in relationship to when the final participant is randomized. The study will be terminated when all participants have…

· Description of run-in period, if applicable.
· Time points for performing study assessments
· Description of measurements taken to meet study objectives
· Description of clinical procedures, lab tests or other measurements taken to monitor effects of study agent on human safety and to minimize risks
· Duration of study

[bookmark: _Toc320103504][bookmark: _Toc340148670][bookmark: _Toc434575291]4.	PARTICIPANT SELECTION

[bookmark: _Toc320103505][bookmark: _Toc340148671][bookmark: _Toc434575292]4.1	Inclusion Criteria

4.1.1	Please insert specific health risk or disease requirements. State methods for assessing risk or disease requirements, e.g., risk assessment tools, clinical evaluation, pathology review criteria, etc. For populations with cancer or precancer, include requirements for histological confirmation of diagnosis, time from diagnosis, and disease status at entry.

4.1.2	Please state allowable type and amount of prior therapy, if applicable. Include separate definitions for duration as needed. Include site/total dose for prior radiation exposure as needed.

4.1.3	Age ≥18 years. Please state reason for age restriction. If applicable, the following text can be used.

Because no dosing or adverse event (AE) data are currently available on the use of   Study Agent   in participants <18 years of age, children are excluded from this study but will be eligible for future pediatric trials, if applicable.

4.1.4	ECOG performance status ≤1 (Karnofsky ≥70%; see Appendix A)

4.1.5	Participants must have normal organ and marrow function as defined below:
Insert baseline lab parameters appropriate to agent and cohort, for example:
Leukocytes			≥3,000/microliter
Absolute neutrophil count	≥1,500/microliter
Platelets			≥100,000/microliter
Total bilirubin			within normal institutional limits
AST (SGOT)/ALT (SGPT)	≤1.5 × institutional upper limit of normal (ULN)
Creatinine			within normal institutional limits

4.1.6	Insert other appropriate inclusion criteria relevant to the methodology of the study.

4.1.7	Please use or modify the following paragraph as appropriate:

The effects of   Study Agent   on the developing human fetus at the recommended therapeutic dose are unknown. For this reason and because   Agent Class   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 participating in this study, she should inform her study physician immediately.

4.1.8 	Ability to understand and the willingness to sign a written informed consent document.

[bookmark: _Toc320103506][bookmark: _Toc340148672][bookmark: _Toc434575293]4.2	Exclusion Criteria

4.2.1	List contraindications to participation based on agent pharmacology and metabolism, toxicology, clinical and methodology considerations.

4.2.2	Healthy volunteers may be required to demonstrate absence of chronic medical conditions or regular use of certain medications.

4.2.3	Participants may not be receiving any other investigational agents.
	
4.2.4	History of allergic reactions attributed to compounds of similar chemical or biologic composition to   Study Agent.

4.2.5	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 that would limit compliance with study requirements.

4.2.6	The investigator(s) must state a medical or scientific reason if pregnant or nursing participants or participants who are cancer survivors or those who are HIV-positive will be excluded from the study. Detailed information regarding these special populations is available in the DCP Clinical Trials Resource. 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 AEs in nursing infants secondary to treatment of the mother with   Study Agent, Breastfeeding should be discontinued if the mother is treated with    Study Agent.

[bookmark: _Toc320103507][bookmark: _Toc340148673][bookmark: _Toc434575294]4.3	Inclusion of Women and Minorities

Both men and women (as applicable) and members of all races and ethnic groups are eligible for this trial. 

Women and members of minority groups and their subpopulations must be included in the study population of research involving human subjects, unless a clear and compelling rationale and justification are provided indicating that inclusion is inappropriate with respect to the health of the participants or the purpose of the research. NIH requires accrual estimates by gender/race/ethnicity. This information should be recorded on the DCP PSW. Additional information regarding the NIH policy is available in the Early Phase Prevention Trials Consortia section of the DCP website Resource. 

[bookmark: _Toc320103508][bookmark: _Toc340148674][bookmark: _Toc434575295]4.4	Recruitment and Retention Plan

Please provide a short synopsis of strategies to be used for recruitment and retention for the target population. However, the detailed specifics of the plan (including gender and minority recruitment strategies, as per NIH guidelines) must be provided in the Recruitment and Retention Plan that is part of the Additional Study-Related Documents submitted with the protocol. Since the detailed Recruitment and Retention Plan is not part of the protocol, please do not reference it here.

Recruitment and retention efforts should be evaluated routinely by the study staff and modified as necessary to promote rapid accrual and to assure 100% retention of participants. Following initial review and approval by the DCP Protocol and Safety Review Committee (PSRC), revisions to the plan should be electronically submitted to the DCP Protocol Information Office. 

A sample generic Recruitment and Retention Plan is provided in the Additional Study-Related Document guidelines. The plan should include three phases: Pre-Initiation phase, Active Recruitment phase, and Retention phase (which include adherence strategies). The sample generic plan may be used as a guideline or checklist and is not intended to be followed in entirety nor to preclude any additional strategies. Recruitment and Retention Plans should be tailored to the characteristics of the individual protocol, sample size, target population, clinical sites and resources.

[bookmark: _Toc320103509][bookmark: _Toc340148675][bookmark: _Toc434575296]5.	AGENT ADMINISTRATION

Intervention will be administered on an inpatient/outpatient basis. Reported AEs and potential risks are described in Section 6.2. 

[bookmark: _Toc320103510][bookmark: _Toc340148676][bookmark: _Toc434575297]5.1	Dose Regimen and Dose Groups

Please describe the regimen and dose groups. State any special precautions or warnings relevant for study agent administration. Each dose group should specify: 
· Agent(s)
· Daily dose(s) and regimen(s) for each agent (e.g., two capsules bid)
· Duration (days/weeks/months) for each agent.

[bookmark: _Toc320103511][bookmark: _Toc340148677][bookmark: _Toc434575298]5.2	(Study Agent) Administration

· Indicate who will administer the agent,
· How much agent (e.g., number of pills) should be administered at how many times/day (be specific; for example: 20 mg capsules, 100 capsules/bottle, 2 bottles distributed at the baseline visit and at months 3, 6, 9, etc.), 
· Time of day dose is to be taken, 
· Special instructions for taking the agent (e.g., with morning meal).

[bookmark: _Toc320103512][bookmark: _Toc340148678][bookmark: _Toc434575299]5.3	Run-in Procedures 

If the study includes a placebo run-in phase prior to randomization to assess compliance, please describe the procedure, including method of administering placebo, dose, duration, and methods for assessing compliance. Compliance should be clearly defined.

[bookmark: _Toc320103513][bookmark: _Toc340148679][bookmark: _Toc434575300]5.4	Contraindications

Indicate any restrictions that participants should follow when using the agent (e.g., limit sun exposure, dietary restrictions, etc.).

[bookmark: _Toc320103514][bookmark: _Toc340148680][bookmark: _Toc434575301]5.5	Concomitant Medications

Indicate any limitations on medications, herbs, and vitamin and mineral supplements (other than study agents) while participating in the study. Include time period for the limitation, if applicable.

All medications (prescription and over-the-counter), vitamin and mineral supplements, and/or herbs taken by the participant will be documented on the concomitant medication CRF and will include: 1) start and stop date, dose and route of administration, and indication. Medications taken for a procedure (e.g., biopsy) should also be included.

[bookmark: _Toc320103515][bookmark: _Toc340148681][bookmark: _Toc434575302]5.6	Dose Modification

Explicitly identify when dose modifications are appropriate. Modifications and the factors predicating dose modification should be explicit and clear. If dose modifications are anticipated, please provide a dose de-escalation schema with modifications expressed as a specific dose or amount rather than as a percentage of the starting or previous dose. Also indicate if the agent supply may be used for dose modifications or will an additional supply (smaller doses) be needed to achieve dose modification. If applicable, describe procedures for increasing dose following a toxicity-required dose reduction.

[bookmark: _Toc320103516][bookmark: _Toc340148682][bookmark: _Toc434575303]5.7	Adherence/Compliance

5.7.1	Provide a definition of compliance that will be used to describe when participants are considered evaluable for statistical analysis.

5.7.2	Describe the method(s) used to monitor each participant’s agent compliance. Methods. may include diaries, pill counts, drug/metabolite plasma levels, and/or drug effect biomarkers.

[bookmark: _Toc320103517][bookmark: _Toc340148683][bookmark: _Toc434575304]6.	PHARMACEUTICAL INFORMATION

[bookmark: _Toc320103518][bookmark: _Toc340148684][bookmark: _Toc434575305]6.1	Study Agent (IND #, IND Sponsor)  

Confidential pharmaceutical information for investigational study agents supplied by NCI, DCP will be provided as an attachment to the Task Order Technical Proposal Submission form approval letter and should be inserted here. 

Non-DCP supplied agents: insert appropriate agent information here. Specify:
· Formulation to be used in this study
· Justification for this formulation if other formulations are available, 
· Physical description of agent
· List of excipients

[bookmark: _Toc320103519][bookmark: _Toc340148685][bookmark: _Toc434575306]6.2	Reported Adverse Events and Potential Risks

The list of “Reported Adverse Events and Potential Risks” included in the Task Order Technical Proposal Submission form approval letter should be inserted here.

Non-DCP supplied agents: describe the toxicity profile and related data for the agent at the selected doses and schedule.
[bookmark: _Toc320103520][bookmark: _Toc340148686]
[bookmark: _Toc434575307]6.3 	Availability

Study Agent   is an investigational agent supplied to investigators by the Division of Cancer Prevention (DCP), NCI. 

Example: Agent A and Agent B are investigational agents for chemoprevention studies provided by NCI/DCP. Agent C will be supplied to NCI/DCP by XXX (20 mg capsules, 30 capsules/bottle). Agent D and matching placebo D will be supplied to NCI/DCP by XXX (50 mg capsules, 30 capsules/bottle).

Non-DCP supplied agents: delete the above statement and specify source and availability of supply.

Example: Agent XXX and matching placebo will be manufactured and supplied by XXX. Agent XXX and matching placebo will be packaged in bottles containing 100 capsules.

If the study agent is provided by NCI under a Cooperative Research and Development Agreement (CRADA) or Clinical Trials Agreement (CTA with the manufacturer, the appropriate text below must be included in the protocol and the incorrect text deleted. Information on the study agent’s CRADA/CTA status will be provided in Task Order Technical Proposal Submission form approval letter.

Study Agent   is provided to the NCI under a Cooperative Research and Development Agreement (CRADA) between   Agent Manufacturer   and the DCP, NCI (see §12.7).

Study Agent   is provided to the NCI under a Clinical Trials Agreement (CTA) between    Agent Manufacturer   and the DCP, NCI (see §12.7).

[bookmark: _Toc320103521][bookmark: _Toc340148687][bookmark: _Toc434575308]6.4	Agent Distribution

Agents will only be released by NCI, DCP after documentation of IRB approval of the DCP-approved protocol and consent is provided to DCP and the collection of all Essential Documents is complete (see DCP website for description of Essential Documents). 

NCI, DCP-supplied agents may be requested by the Investigator (or their authorized designees) at each Organization. DCP guidelines require that the agent be shipped directly to the institution or site where the agent will be prepared and administered. DCP does not permit the transfer of agents between institutions (unless prior approval from DCP is obtained). DCP does not automatically ship agents; the site must make a request. Agents are requested by completing the DCP Clinical Drug Request form (NIH-986) (to include complete shipping contact information) and faxing or mailing the form to the DCP agent repository contractor:

John Cookinham
MRIGlobal
DCP Repository
1222 Ozark Street
North Kansas City, MO 64116
Phone: (816) 360-3805
FAX: (816) 753-5359
Emergency Telephone: (816) 360-3800

For non-DCP supplied agents indicate the manufacturer, supplier and mechanism for distribution. DCP procedures for agent distribution and the required forms are available on the DCP website.

[bookmark: _Toc320103522][bookmark: _Toc340148688][bookmark: _Toc434575309]6.5 	Agent Accountability

The Investigator, or a responsible party designated by the Investigator, must maintain a careful record of the inventory and disposition of all agents received from DCP using the NCI Drug Accountability Record Form (DARF). The Investigator is required to maintain adequate records of receipt, dispensing and final disposition of study agent. This responsibility has been delegated to ____ [insert responsible party] ___. Include on receipt record from whom the agent was received and to whom study agent was shipped, date, quantity and batch or lot number. On dispensing record, note quantities and dates study agent was dispensed to and returned by each participant. 

DCP requirements for agent accountability and the required forms are available on the DCP website.

[bookmark: _Toc320103523][bookmark: _Toc340148689][bookmark: _Toc434575310]6.6	Packaging and Labeling

___[Agent]__ will be packaged by __[manufacturer or NCI, DCP]___. 

DCP will package, label and distribute agent for all DCP-supplied agents. Occasionally, a pharmaceutical collaborator or the site performs one or more of these activities. DCP will send a draft label to the Principal Investigator and the DCP regulatory support contractor for review and approval. Final labels are printed and attached to the bottle prior to shipping to the site. DCP will provide information regarding packaging (container, amount of agent per container) and labeling in the Task Order approval letter. The information provided by DCP should be inserted into this section of the protocol.

Example: Each bottle will be labeled with a one-part label identifying study specific information, such as Study title, DCP protocol number, dosing instructions, recommended storage conditions, the name and address of the distributor, randomization number, and a caution statement indicating that the agent is limited by United States law to investigational use only and the agent should be kept out of reach of children.

Protocols using non-DCP supplied agents: describe in detail how the agent will be packaged and distributed, including container, amount of agent per container, container label information, and if blinded, how the label will be constructed to maintain the blind. Label information should include dose, number of doses per day, time of day for dosing, with or without food, and any other specific instructions. 

[bookmark: _Toc320103524][bookmark: _Toc340148690]6.7	Storage

Provide instructions regarding proper storage of the agent at the study site(s). Storage temperatures should be expressed as a range, not a specific number. For example, room temperature should be specified (e.g., between 59°F and 86°F).

[bookmark: _Toc320103525][bookmark: _Toc340148691][bookmark: _Toc434575311]6.8	Registration/Randomization

Give specific details on how a participant will be registered in a trial. For randomized trials, describe the procedure for randomizing a participant to a dose group. (May refer to §13.3).

[bookmark: _Toc320103526][bookmark: _Toc340148692][bookmark: _Toc434575312]6.9	Blinding and Unblinding Methods

For blinded studies, describe blinding and unblinding methods. Address the following points:
· Procedure for retaining the blind (including specific procedures for protecting the blind should data collected in the study offer evidence of a participant’s assignment to a particular study arm) 
· Individual authorized to break the blind
· Circumstances for breaking the blind
· Procedure for breaking the blind

The NCI Medical Monitor must be notified that the blind has been broken.

Provide DCP Medical Monitor Name and title (see Task Order Technical Proposal Submission Decision Letter)
NCI/Division of Cancer Prevention
Insert the full contact information including address, telephone number, FAX number, and email of the DCP Medical Monitor

[bookmark: _Toc320103527][bookmark: _Toc340148693][bookmark: _Toc434575313]6.10	Agent Destruction/Disposal

DCP-supplied agents: at the completion of investigation, all unused study agent will be returned to NCI, DCP Repository according to the DCP “Guidelines for AGENT RETURNS” and using the DCP form “Return Drug List”. 

The Guidelines and form are available on the DCP website.

Non-DCP agents, provide the following procedure for handling the unused drug: method of disposal, documentation of disposal, and any other relevant standard operating procedures.

[bookmark: _Toc320103528][bookmark: _Toc340148694][bookmark: _Toc434575314]7.	CLINICAL EVALUATIONS AND PROCEDURES

[bookmark: _Toc320103529][bookmark: _Toc340148695][bookmark: _Toc434575315]7.1	Schedule of Events

A table that lists baseline testing/pre-study evaluation, agent administration, study assessments, procedures and case report forms should be included. A sample schedule of events is provided on the following page. The protocol should state the expected duration of participation in the study and the sequence and duration of all trial periods, including follow-up, if any.

[bookmark: _Toc320103530][bookmark: _Toc340148696][bookmark: _Toc434575316]7.2	Baseline Testing/Prestudy Evaluation

Describe all procedures (including registration and randomization) that must be completed for a participant before the study intervention may begin. Note any time restrictions for testing (e.g., pre-study labs must be done within 14 days of registration). 

Specify the amount of study agent that will be distributed to the participant at each visit. Also describe how the participant will return study agent for example: Day 0, participants will be randomized to receive either study agent or placebo and will be given a supply of study agent (3 bottles for a total of 90 capsules); day 60, participants will return any unused study agent and will be given a supply of study agent (3 bottles for a total of 90 capsules).

Refer to §5.3, Run-In Procedures, if applicable.

[bookmark: _Toc320103531][bookmark: _Toc340148697][bookmark: _Toc434575317]7.3	Evaluation During Study Intervention

Indicate the procedures to be performed during the study intervention phase.

[bookmark: _Toc320103532][bookmark: _Toc340148698][bookmark: _Toc434575318]7.4	Evaluation at Completion of Study Intervention

Specify the evaluations that must be performed at the discontinuation of study agent. Ensure that these evaluations are consistent with the endpoints described in the objectives and statistical analysis sections of the protocol.

[bookmark: _Toc320103533][bookmark: _Toc340148699]7.5	Post-intervention Follow-up Period

If a defined post-intervention follow-up period is required, specify observations or tests to be performed. Define the length and purpose of the follow-up period.

[bookmark: _Toc320103534][bookmark: _Toc340148700][bookmark: _Toc434575319]7.6	Methods for Clinical Procedures

If applicable, document any special processes, instructions or methodology for clinical procedures required by the protocol, such as invasive procedures and imaging. Include special instructions for procedure prep (e.g., NPO after midnight) and scheduling instructions for tests that may be available only at certain locations or times.


SCHEDULE OF EVENTS

	Evaluation/ Procedure
	Registration
	Baseline
	Randomization
	Months 1–3
	Months 4–5
	Month 6 or Early Termination
	Follow-Up Visit

	Informed Consent
	X
	
	
	
	
	
	

	Assess Eligibility
	X
	X
	
	
	
	
	

	Medical History
	
	X
	
	
	
	
	

	Physical Exam
	
	X
	
	
	
	
	

	Vital Signs/ Height and Weight
	
	X
	
	X
	
	X
	

	Laboratory Tests
	
	X
	
	X
	
	X
	

	X-Rays
	
	X
	
	
	
	X
	

	EKG
	
	X
	
	
	
	X
	

	Biopsies
	
	X
	
	
	
	X
	

	Biomarkers
	
	X
	
	
	
	X
	

	Study Evaluations/ Assessments
	
	X
	
	X
	
	X
	

	Concomitant Medications
	
	X
	
	X
	X
	X
	X

	Dispense Study Agent
	
	
	X
	X
	
	
	

	Collect Study Agent
	
	
	
	
	
	X
	

	Review Agent Diary/Record
	
	
	X
	X
	
	X
	

	Adverse Events
	
	
	
	X
	X
	X
	X

	Telephone Contact
	
	
	
	
	X
	
	X



[bookmark: _Toc320103535][bookmark: _Toc340148701][bookmark: _Toc434575320]8. 	CRITERIA FOR EVALUATION AND ENDPOINT DEFINITION

Delineation of study endpoints, methods for measuring or evaluating, and timing of endpoint ascertainment should be described here.

[bookmark: _Toc320103536][bookmark: _Toc340148702][bookmark: _Toc434575321]8.1	Primary Endpoint

Depending on the study hypotheses and design, the primary endpoint may be an incidence of invasive or preinvasive disease (e.g., polyp incidence), clinical response (e.g., change in number and severity of leukoplakia by physical exam), histologic or cytologic response (e.g., change in severity of dysplasia in biopsy materials), and/or modulation of surrogate endpoint biomarkers (SEBs). Define endpoints clearly and briefly describe methods and intervals for assessment. A detailed description of methods should be included in the Pharmacokinetic and Biomarker Method Development Report document (part of the Additional Study-Related Documents that are submitted with the protocol) as appropriate. Do not reference the Pharmacokinetic and Biomarker Method Development Report here since it is not an actual part of the protocol. 

[bookmark: _Toc320103537][bookmark: _Toc340148703][bookmark: _Toc434575322]8.2	Secondary Endpoints

As appropriate, secondary endpoints (serum/plasma/tissue agent/metabolite levels, other agent effect biomarkers) should be defined clearly and prioritized. Methods for assessment should be referenced in this section with detailed descriptions of laboratory and computer modeling procedures provided in the required “Pharmacokinetic and Biomarker Method Development Report” document (part of the additional Study-Related Documents).

[bookmark: _Toc320103538][bookmark: _Toc340148704][bookmark: _Toc434575323]8.3	Off-Agent Criteria 

Participants may stop taking study agent for the following reasons: completed the protocol-prescribed intervention, AE or serious adverse event (SAE), inadequate agent supply, noncompliance, concomitant medications, medical contraindication, or specify other reasons, if applicable. Participants will continue to be followed, if possible, for safety reasons and in order to collect endpoint data according to the schedule of events. The protocol should state whether and how subjects are to be replaced, if applicable. 

[bookmark: _Toc320103539][bookmark: _Toc340148705][bookmark: _Toc434575324]8.4	Off-Study Criteria

Participants may go ‘off-study’ for the following reasons: the protocol intervention and any protocol-required follow-up period is completed, AE/SAE, lost to follow-up, non-compliance, concomitant medication, medical contraindication, withdraw consent, death, determination of ineligibility (including screen failure), pregnancy, or specify other reasons, if applicable. 

[bookmark: _Toc320103540][bookmark: _Toc340148706][bookmark: _Toc434575325]8.5	Study Termination

NCI, DCP as the study sponsor has the right to discontinue the study at any time. 

[bookmark: _Toc320103541][bookmark: _Toc340148707][bookmark: _Toc434575326]9.	CORRELATIVE/SPECIAL STUDIES

[bookmark: _Toc320103542][bookmark: _Toc340148708][bookmark: _Toc434575327]9.1	Rationale for Methodology Selection

Provide the rationale for selecting the assay methodology, particularly in cases where various assays are available that may assess different qualities of the marker (example: mutation analysis vs. IHC for p53; gene expression vs. protein expression). Methodology should be included, as appropriate, in the Pharmacokinetic and Biomarker Methods Development Report.

[bookmark: _Toc320103543][bookmark: _Toc340148709][bookmark: _Toc434575328]9.2	Comparable Methods

Discuss the comparability of the methods proposed to those previously used and the likelihood that the resulting data will be able to be compared to existing data.

[bookmark: _Toc320103544][bookmark: _Toc340148710][bookmark: _Toc434575329]10.	SPECIMEN MANAGEMENT 

[bookmark: _Toc320103545][bookmark: _Toc340148711][bookmark: _Toc434575330]10.1	Laboratories

Identify the laboratory(ies) that will perform each analysis for each specimen. Where appropriate, list individuals who will perform analysis and/or procedures for conducting consensus reviews of specimens.
	
[bookmark: _Toc320103546][bookmark: _Toc340148712][bookmark: _Toc434575331]10.2	Collection and Handling Procedures
	
For each type of specimen obtained, please describe the following
· Amount to be collected
· When specimen should be obtained (e.g., fasting, prior to a.m. dose)
· Processing of specimen (e.g., details of tissue fixation, embedding, processing and sectioning)
· Labeling of specimen 
· Tracking of specimens (e.g., logs or tracking sheets for participants)
· Temperature storage requirements
· Storage duration

Note: If this section is too lengthy, please place this information in an appendix to the protocol.

[bookmark: _Toc320103547][bookmark: _Toc340148713][bookmark: _Toc434575332]10.3	Shipping Instructions

Include this section only if specimens will be shipped to an off-site laboratory for analysis. For each specimen, describe the following: packaging, carrier requirements, when specimens may be shipped, and name, address, and telephone number of the person to whom the specimens are being sent. 

All samples will be shipped in compliance with the International Air Transport Association (IATA) Dangerous Goods Regulations.

[bookmark: _Toc320103548][bookmark: _Toc340148714][bookmark: _Toc434575333]10.4	Tissue Banking

Indicate methods and procedures for tissue banking here.

Biologic specimens collected during the conduct of each clinical trial that are not used during the course of the study will be considered deliverables under the contract and thus the property of the NCI. At study completion, NCI reserves the option to either retain or relinquish ownership of the unused biologic specimens. If NCI retains ownership of specimens, the Contractor shall collect, verify and transfer the requested biologic specimens from the site to a NCI-specified repository or laboratory at NCI’s expense. 

[bookmark: _Toc320103549][bookmark: _Toc340148715][bookmark: _Toc434575334]11.	REPORTING ADVERSE EVENTS 

DEFINITION: AE means any untoward medical occurrence associated with the use of a drug in humans, whether or not considered drug related. An AE can therefore be any unfavorable and unintended sign), symptom, or disease temporally associated with participation in a study, whether or not related to that participation. This includes all deaths that occur while a participant is on a study.

Please note that all abnormal clinical laboratory values that are determined to be of clinical significance based on a physician’s assessment are to be reported as AEs. Those labs determined to be of no clinical significance or of unknown clinical significance (per the physician’s assessment) should not be reported as AEs. Any lab value of unknown clinical significance should continue to be investigated/followed-up further for a final determination, if possible.

A list of AEs that have occurred or might occur  can be found in §6.2 Reported Adverse Events and Potential Risks, as well as the Investigator Brochure or package insert. 

[bookmark: _Toc320103550][bookmark: _Toc340148716][bookmark: _Toc434575335]11.1	Adverse Events

11.1.1	Reportable AEs

All AEs that occur after the informed consent is signed and baseline assessments are completed (including run-in) must be recorded on the AE CRF (paper and/or electronic) whether or not related to study agent.

11.1.2	AE Data Elements:

The following data elements are required for AE reporting.
· AE verbatim term
· NCI Common Terminology Criteria for Adverse Events version 4.0 (CTCAE v4.0) AE term (MedDRA lowest level term)
· CTCAE (MedDRA) System Organ Class (SOC)
· Event onset date and event ended date
· Treatment assignment code (TAC) at time of AE onset
· Severity grade
· Attribution to study agent (relatedness)
· Whether or not the event was reported as a SAE
· Whether or not the subject dropped due to the event
· Outcome of the event

11.1.3 	Severity of AEs
		
11.1.3.1		Identify the AE using the CTCAE version 4.0. The CTCAE provides descriptive terminology (MedDRA lowest level term) and a grading scale for each AE listed. A copy of the CTCAE can be found at http://ctep.cancer.gov/protocolDevelopment/electronic_applications/ctc.htm

AEs will be assessed according to the grade associated with the CTCAE term. AEs that do not have a corresponding CTCAE term will be assessed according to the general guidelines for grading used in the CTCAE v4.0. as stated below. 

CTCAE v4.0 general severity guidelines: 

	Grade
	Severity
	Description 

	1
	Mild
	Mild; asymptomatic or mild symptoms; clinical or diagnostic observations only; intervention not indicated.

	2
	Moderate
	Moderate; minimal, local or noninvasive intervention indicated;
limiting age-appropriate instrumental activities of daily living (ADL)*.

	3
	Severe
	Severe or medically significant but not immediately life-threatening;
hospitalization or prolongation of hospitalization indicated; disabling; limiting self-care ADL**.

	4
	Life-threatening
	Life-threatening consequences; urgent intervention indicated.

	5
	Fatal
	Death related to AE.


  
ADL

*Instrumental ADL refers to preparing meals, shopping for groceries or clothes, using the telephone, managing money, etc.

**Self-care ADL refers to bathing, dressing and undressing, feeding self, using the toilet, taking medications, and not bedridden.

11.1.4	Assessment of relationship of AE to treatment
	
The possibility that the AE is related to study agent will be classified as one of the following: not related, unlikely, possible, probable, definite.
 
11.1.5	Follow-up of AEs

All AEs, including lab abnormalities that in the opinion of the investigator are clinically significant, will be followed according to good medical practices and documented as such. 

[bookmark: _Toc320103551][bookmark: _Toc340148717][bookmark: _Toc434575336]11.2	Serious Adverse Events 

11.2.1	DEFINITION: Regulations at 21 CFR §312.32 (revised April 1, 2014) defines an SAE as any untoward medical occurrence that at any dose has one or more of the following outcomes:

•	Death
•	A life-threatening AE
•	Inpatient hospitalization or prolongation of existing hospitalization
•	A persistent or significant incapacity or substantial disruption of the ability to perform normal life functions
•	A congenital anomaly or birth defect
•	Important medical events that may not be immediately life-threatening or result in death or hospitalization should also be considered serious when, based upon appropriate medical judgment, they may jeopardize the patient and may require intervention to prevent one of the other outcomes.

Based on FDA’s Guidance for Industry and Investigators: Safety Reporting Requirements for INDs and BA/BE Studies, it is possible to list specific SAEs for routine reporting (not using the SAE Report Form) that are anticipated to occur in the study population at some frequency independent of drug exposure (e.g., characteristics of the study population, natural progression of the disease, background event rates, co-morbid conditions, and past experience with similar populations). For example, in a long-term osteoporosis trial in an elderly population, it would be reasonable to list myocardial infarction, but unreasonable to list acute narrow angle glaucoma, an event that can occur in this elderly population, but is relatively rare. A plan for monitoring the frequency of these events in the treatment group vs. the concomitant or historical control group should be provided in the protocol. If aggregate analysis indicates a higher frequency in the treatment group, this should be reported as a SAE in a narrative format. 

11.2.2	Reporting SAEs to DCP

11.2.2.1 	The Lead Organization and all Participating Organizations will report SAEs on the DCP SAE Report Form found at http://prevention.cancer.gov/clinical-trials/clinical-trials-management/protocol-information-office/pio-instructions-and-tools/2012-consortia.

11.2.2.2 	Contact the DCP Medical Monitor by phone within 24 hours of knowledge of the event. 

Provide DCP Medical Monitor Name and title (see Task Order Technical Proposal Submission form Decision Letter)

NCI/Division of Cancer Prevention

Insert the full contact information including address, telephone number, FAX number, and email of the DCP Medical Monitor

Include the following information when calling the Medical Monitor:
· Date and time of the SAE
· Date and time of the SAE report
· Name of reporter
· Call back phone number
· Affiliation/Institution conducting the study
· DCP protocol number
· Title of protocol
· Description of the SAE, including attribution to drug

11.2.2.3 	The Lead Organization and all Participating Organizations will email written SAE reports to DCP’s Regulatory Contractor CCS Associates, Inc. (CCSA; phone: 650-691-4400) at safety@ccsainc.com within 48 hours of learning of the event using the fillable PDF SAE Report Form.   
 
11.2.2.4 	The DCP Medical Monitor and CCSA regulatory and safety staff will determine which SAEs require FDA submission as IND safety reports.

11.2.2.5 	The Lead Organization and all Participating Organizations will comply with applicable regulatory requirements related to reporting SAEs to the IRB/IEC. 

11.2.3	Follow-up of SAE

Site staff should send follow-up reports as requested when additional information is available. Additional information should be entered on the DCP SAE Report Form in the appropriate format. Follow-up information should be sent to DCP as soon as available. The protocol should state the length of time for follow-up of an SAE. 

[bookmark: _Toc320103552][bookmark: _Toc340148718][bookmark: _Toc434575337]12.	STUDY MONITORING

[bookmark: _Toc320103553][bookmark: _Toc340148719][bookmark: _Toc434575338]12.1	Data Management

An approved Master Data Management Plan that is applicable to all studies within the Consortium will be on file at DCP. If there are any changes required to the Master DMP that are specific to this protocol only, then DMP Attachment #1 should be submitted with the protocol as part of the set of “Additional Study-Related Documents”. Any changes or updates to the Master Data Management Plan following DCP approval should be submitted separately to the DCP Protocol Information Office for approval.

[bookmark: _Toc320103554][bookmark: _Toc340148720][bookmark: _Toc434575339]12.2	Case Report Forms

The site may use DCP Chemoprevention CRF Templates from the DCP website to develop study-specific CRFs. The DCP templates contain NCI Common Data Elements (CDEs); use of these standardized terms facilitates data collection and analysis across studies. The standard template set may require modification to capture the unique data elements (i.e., biomarkers) of each protocol. NCI CDEs, where available, shall be used for all CRF modifications. The site may also use their own institutional CRFs however, they must use NCI Common Data Elements (CDEs).

The CRFs and attachments will be submitted with the protocol for DCP PSRC review as part of the set of “Additional Study-Related Documents”. DCP must approve the final CRFs prior to study initiation. CRFs may require changes throughout the conduct of the clinical trial. The need for change may result from protocol amendments or other reasons. Amended CRFs and attachments should be submitted to the DCP Protocol Information Office for review and approval. 

[bookmark: _Toc320103555][bookmark: _Toc340148721][bookmark: _Toc434575340]12.3	Source Documents

The protocol should state what constitutes a source document. Data recorded directly on the CRFs (i.e., no prior written or electronic record of data), which will be considered as source data should be identified. 

[bookmark: _Toc320103556][bookmark: _Toc340148722][bookmark: _Toc434575341]12.4	Data and Safety Monitoring Plan

NIH and NCI policy requires a Data and Safety Monitoring Plan (DSMP) to document the institution’s procedures to ensure safety of participants, validity of data, and the appropriate termination of studies for which significant benefits or risks have been uncovered or when it appears that the trials cannot be concluded successfully. Risks associated with participation in research must be minimized to the extent practical and the method and degree of monitoring should be commensurate with risk. The guidelines, essential elements and sample plans are available at: http://cancercenters.cancer.gov/GrantsFunding/DSMPRevCriteria. Please note that the requirements differ depending on whether a trial is conducted under an IND. 

An approved Master DSMP applicable to all studies within a Consortium will be on file at DCP. If there are any changes required to the Master DSMP that are specific to this protocol only, then DSMP Attachment #1 should be submitted with the protocol as part of the set of “Additional Study-Related Documents”. 

Please provide a brief summary of the Master DSMP in this section. 

[bookmark: _Toc320103557][bookmark: _Toc340148723][bookmark: _Toc434575342]12.5	Sponsor or FDA Monitoring

The NCI, DCP (or their designee), pharmaceutical collaborator (or their designee), or FDA may monitor/audit various aspects of the study. These monitors will be given access to facilities, databases, supplies and records to review and verify data pertinent to the study. 

Please refer to the monitoring section (Step 3) of the Early Phase Prevention Trials area of the DCP website for information regarding DCP site visit procedures and requirements at http://prevention.cancer.gov/clinical-trials/clinical-trials-management/2012-consortia-early-phase.

[bookmark: _Toc320103558][bookmark: _Toc340148724][bookmark: _Toc434575343]12.6	Record Retention

Clinical records for all participants, including CRFs, all source documentation (containing evidence to study eligibility, history and physical findings, laboratory data, results of consultations, etc.), as well as IRB records and other regulatory documentation will be retained by the Investigator in a secure storage facility in compliance with Health Insurance Portability and Accountability Act (HIPAA), Office of Human Research Protections (OHRP), Food and Drug Administration (FDA) regulations and guidances, and NCI/DCP requirements, unless the standard at the site is more stringent. The records for all studies performed under an IND will be maintained, at a minimum, for two years after the approval of a New Drug Application (NDA). For NCI/DCP, records will be retained for at least three years after the completion of the research. NCI will be notified prior to the planned destruction of any materials. The records should be accessible for inspection and copying by authorized persons of the Food and Drug Administration. If the study is done outside of the United States, applicable regulatory requirements for the specific country participating in the study also apply.

[bookmark: _Toc320103559][bookmark: _Toc340148725][bookmark: _Toc434575344]12.7	Cooperative Research and Development Agreement (CRADA)/Clinical Trials Agreement (CTA)

If the study agent is provided by DCP under a CRADA or CTA with the manufacturer, this section must be included in the protocol, but the inappropriate text (CTA or CRADA) should be deleted. Information on the study agent’s CRADA/CTA status will be provided in the approved Task Order Technical Proposal Submission form response. If neither a CRADA nor CTA applies to the study agent, this section should be marked “N/A” and the text below deleted. 

The agent(s) supplied by DCP, NCI, used in this protocol, is/are provided to the NCI under a Collaborative Agreement (CRADA, CTA) between the Pharmaceutical Company(ies) (hereinafter referred to as Collaborator(s)) and the NCI Division of Cancer Prevention. Therefore, the following obligations/guidelines, in addition to the provisions in the “Intellectual Property Option to Collaborator@ contained within the terms of award, apply to the use of Agent(s) in this study:

12.7.1	Agent(s) may not be used for any purpose outside the scope of this protocol, nor can Agent(s) be transferred or licensed to any party not participating in the clinical study. Collaborator(s) data for Agent(s) are confidential and proprietary to Collaborator(s) and shall be maintained as such by the investigators. The protocol documents for studies utilizing investigational agents contain confidential information and should not be shared or distributed without the permission of the NCI. If a patient participating on the study or participant’s family member requests a copy of this protocol, the individual should sign a confidentiality agreement. A suitable model agreement can be downloaded from the DCP website.

12.7.2	For a clinical protocol where there is an Investigational Agent used in combination with (an) other investigational Agent(s), each the subject of different collaborative agreements, the access to and use of data by each Collaborator shall be as follows (data pertaining to such combination use shall hereinafter be referred to as "Multi-party Data”).

12.7.3	NCI must provide all Collaborators with prior written notice regarding the existence and nature of any agreements governing their collaboration with NIH, the design of the proposed combination protocol, and the existence of any obligations that would tend to restrict NCI's participation in the proposed combination protocol.

12.7.4	Each Collaborator shall agree to permit use of the Multi-Party Data from the clinical trial by any other Collaborator solely to the extent necessary to allow said other Collaborator to develop, obtain regulatory approval, or commercialize its own investigational agent.

12.7.5	Any Collaborator having the right to use the Multi-Party Data from these trials must agree in writing prior to the commencement of the trials that it will use the Multi-Party Data solely for development, regulatory approval, and commercialization of its own investigational agent.

12.7.6	Clinical Trial Data and Results and Raw Data developed under a collaborative agreement will be made available exclusively to Collaborator(s), the NCI, and the FDA, as appropriate. All data made available will comply with HIPAA regulations.

12.7.7	When a Collaborator wishes to initiate a data request, the request should first be sent to the NCI, who will then notify the appropriate investigators of Collaborator's wish to contact them.

12.7.8	Any manuscripts reporting the results of this clinical trial must be provided to DCP for immediate delivery to Collaborator(s) for advisory review and comment prior to submission for publication. Collaborator(s) will have 30 days (or as specified in the CTA) from the date of receipt for review. Collaborator shall have the right to request that publication be delayed for up to an additional 30 days in order to ensure that Collaborator’s confidential and proprietary data, in addition to Collaborator(s)’s intellectual property rights, are protected. Copies of abstracts must be provided to DCP for forwarding to Collaborator(s) for courtesy review as soon as possible and preferably at least three days prior to submission, but in any case, prior to presentation at the meeting or publication in the proceedings. Press releases and other media presentations must also be forwarded to DCP prior to release. Copies of any manuscript, abstract, and/or press release/ media presentation should be sent to the Protocol Information Office at NCI_DCP_PIO@mail.nih.gov. 
			
The Protocol Information Office will forward manuscripts to the DCP Project Officer for distribution to the Collaborator(s). No publication, manuscript or other form of public disclosure shall contain any of Collaborator’s confidential/proprietary information.

[bookmark: _Toc320103560][bookmark: _Toc340148726][bookmark: _Toc434575345]13.	STATISTICAL CONSIDERATIONS

[bookmark: _Toc320103561][bookmark: _Toc340148727][bookmark: _Toc434575346]13.1	Study Design/Description

Indicate the type of study (e.g., phase I, phase II, observational) as applicable. Include justification for the selection of the particular study design. If a randomized study, indicate whether blinding is used and the methodology to ensure the blinding. Indicate whether or not the study employs intent to treat principles. If applicable indicate both the range of true values of the primary endpoint sufficiently promising to justify further testing of the agent (e.g., true response rate of at least 20%) and a range of values sufficiently discouraging to justify no further testing of the agent (e.g., true response rate no greater than 5%). Consider early testing for sufficiently discouraging results (e.g., interim analysis). Indicate the decision rule for declaring the agent promising based on the observed value of the primary endpoint. Provide the probability of a positive result, given that the true value falls within the promising range, and the probability of a negative result (along with the probability of early negative termination), given that the true value falls within the discouraging range.

[bookmark: _Toc320103562][bookmark: _Toc340148728][bookmark: _Toc434575347]13.2	Randomization/Stratification 

Methods for randomization and stratification are described and justified. Blocking and/or other techniques used to balance intervention assignments are described completely. Indicate whether interim analysis and efficacy determination will be done for each stratum individually.

[bookmark: _Toc320103563][bookmark: _Toc340148729][bookmark: _Toc434575348]13.3	Accrual and Feasibility

Specify the planned sample size and accrual rate (e.g., participants/month). Total sample size (including gender and minority considerations) and sampling strategy are described and justified for testing the primary and secondary hypotheses. 

[bookmark: _Toc320103564][bookmark: _Toc340148730][bookmark: _Toc434575349]13.4	Primary Objective, Endpoint(s), Analysis Plan

Describe the primary objective of the study. Define the primary endpoints and indicate how the analysis plan will satisfy the primary objective of the study. Definition of the primary endpoint(s) should indicate time-points considered in computing the primary endpoint from the data observed. The analysis plan should consider the appropriateness for the particular type of endpoint (for example continuous, binary, time-dependent). Analysis plans should indicate the planned statistical test used to evaluate the objectives of the study along with power calculations and sample size requirements. When known, provide pilot or historical data to support power calculations. Clearly state all assumptions for the power calculations and indicate whether significance levels are one- or two-sided values. Consideration should be given to handling missing data if applicable.

[bookmark: _Toc320103565][bookmark: _Toc340148731][bookmark: _Toc434575350]13.5	Secondary Objectives, Endpoints, Analysis Plans

Describe the secondary objectives of the study. Define the secondary endpoints and indicate how the analysis plan will satisfy the secondary objectives of the study. Definition of the secondary endpoint(s) should indicate time-points considered in computing the secondary endpoint from the data observed. The analysis plan should consider the appropriateness for the particular type of endpoint (for example continuous, binary, time-dependent). Analysis plans should indicate the planned statistical test used to evaluate the secondary objectives of the study. Clearly indicate whether significance levels are one- or two-sided values. Consideration should be given to handling missing data if applicable.

[bookmark: _Toc320103566][bookmark: _Toc340148732][bookmark: _Toc434575351]13.6	Reporting and Exclusions

Definition of compliance is clearly stated. Non-compliance is sufficiently addressed. Particular consideration is given to dropouts, drop-ins, and lost-to-follow up. Handling of missing data or data from non-compliers is described. Any methods used to impute missing data should be described. 

[bookmark: _Toc320103567][bookmark: _Toc340148733][bookmark: _Toc434575352]13.7	Evaluation of Toxicity

All participants will be evaluable for toxicity from the time of their first dose of [Study Agent]  .

[bookmark: _Toc320103568][bookmark: _Toc340148734][bookmark: _Toc434575353]13.8	Evaluation of Response

All participants included in the study must be assessed for response to intervention, even if there are major protocol deviations or if they are ineligible. 

All of the participants who met the eligibility criteria (with the possible exception of those who did not   receive study agent) will be included in the main analysis. All conclusions regarding efficacy will be based on all eligible participants.

Subanalyses may be performed on the subsets of participants, excluding those for whom major protocol deviations have been identified (e.g., early death due to other reasons, early discontinuation of intervention, major protocol violations, etc.). However, subanalyses may not serve as the basis for drawing conclusions concerning efficacy, and the reasons for excluding participants from the analysis should be clearly reported. For all measurements of response, the 95% confidence intervals should also be provided.

[bookmark: _Toc320103569][bookmark: _Toc340148735][bookmark: _Toc434575354]13.9	Interim Analysis

If relevant to the study agent and study design, provide a plan for interim analysis and stopping rules. Include plans for monitoring the progress of the trial to implement early termination.

[bookmark: _Toc320103570][bookmark: _Toc340148736][bookmark: _Toc434575355]13.10	Ancillary Studies

Address the following, as appropriate:
· If known, indicate the prevalence of the marker
· Specify how any cut points will be determined
· Specify the statistical power of the correlative study for the endpoint chosen
· If relevant, indicate what corrections will be made for multiple comparisons
· If appropriate, indicate relevant clinical endpoint, and a plan for how this endpoint will be correlated with the target(s) or marker(s). 

[bookmark: _Toc320103571][bookmark: _Toc340148737][bookmark: _Toc434575356]14.	ETHICAL AND REGULATORY CONSIDERATIONS

[bookmark: _Toc320103572][bookmark: _Toc340148738][bookmark: _Toc434575357]14.1	Form FDA 1572

Prior to initiating this study, the Protocol Lead Investigator at the Lead or Participating Organization(s) will provide a signed Form FDA 1572 stating that the study will be conducted in compliance with regulations for clinical investigations and listing the investigators, at each site that will participate in the protocol. All personnel directly involved in the performance of procedures required by the protocol and the collection of data should be listed on Form FDA 1572.

[bookmark: _Toc320103573][bookmark: _Toc340148739][bookmark: _Toc434575358]14.2	Other Required Documents

14.2.1	Current (within two years) CV or biosketch for all study personnel listed on the Form FDA 1572 and Delegation of Tasks form for the Lead Organization and all Participating Organizations. 

14.2.2	Current medical licenses (where applicable) for all study personnel listed on Form FDA 1572 and Delegation of Tasks form for the Lead Organization and all Participating Organizations.

14.2.3 Lab certification (e.g., CLIA, CAP) and lab normal ranges for all labs listed on Form FDA 1572 for the Lead Organization and all Participating Organizations.

14.2.4 Documentation of training in “Protection of Human Research Subjects” for all study personnel listed on the FDA Form 1572 and Delegation of Tasks form for the Lead Organization and all Participating Organizations.

14.2.5 Documentation of Federalwide Assurance (FWA) number for the Lead Organization and all Participating Organizations.

14.2.6 Signed Investigator’s Brochure/Package Insert acknowledgement form

14.2.7 Delegation of Tasks form for the Lead Organization and all Participating Organizations signed by the Principal Investigator for each site and initialed by all study personnel listed on the form

14.2.8 Signed and dated NCI, DCP Financial Disclosure Form for all study personnel listed on Form FDA 1572 for the Lead Organization and all Participating Organizations

[bookmark: _Toc320103574][bookmark: _Toc340148740][bookmark: _Toc434575359]14.3	Institutional Review Board Approval

Prior to initiating the study and receiving agent, the Investigators at the Lead Organization and the Participating Organization(s) must obtain written approval to conduct the study from the appropriate IRB. Should changes to the study become necessary, protocol amendments will be submitted to the DCP PIO according to DCP Amendment Guidelines. The DCP-approved amended protocol must be approved by the IRB prior to implementation

[bookmark: _Toc320103575][bookmark: _Toc340148741][bookmark: _Toc434575360]14.4	Informed Consent

All potential study participants will be given a copy of the IRB-approved Informed Consent to review. The investigator will explain all aspects of the study in lay language and answer all questions regarding the study. If the participant decides to participate in the study, he/she will be asked to sign and date the Informed Consent document. The study agent(s) will not be released to a participant who has not signed the Informed Consent document. Subjects who refuse to participate or who withdraw from the study will be treated without prejudice.

Participants must be provided the option to allow the use of blood samples, other body fluids, and tissues obtained during testing, operative procedures, or other standard medical practices for further research purposes. If applicable, statement of this option may be included within the informed consent document or may be provided as an addendum to the consent. A Model Consent Form for Use of Tissue for Research is available through a link in the DCP website.

Prior to study initiation, the informed consent document must be reviewed and approved by NCI, DCP, the Consortium Lead Organization, and the IRB at each Organization at which the protocol will be implemented. Any subsequent changes to the informed consent must be approved by NCI, DCP, the Consortium Lead Organization’s IRB, and then submitted to each organization’s IRB for approval prior to initiation.

[bookmark: _Toc320103576][bookmark: _Toc340148742][bookmark: _Toc434575361]14.5	Submission of Regulatory Documents

All regulatory documents are collected by the Consortia Lead Organization and reviewed for completeness and accuracy. Once the Consortia Lead Organization has received complete and accurate documents from a participating organization, the Consortium Lead Organization will forward the regulatory documents to DCP’s Regulatory Contractor:

	Paper Document/CD-ROM Submissions:
	Regulatory Affairs Department
	CCS Associates, Inc.
	1923 Landings Drive
	Mountain View, CA 94043
	Phone: 650-691-4400
	Fax: 650-691-4410

	E-mail Submissions:
	regulatory@ccsainc.com

Regulatory documents that do not require an original signature may be sent electronically to the Consortium Lead Organization for review, which will then be electronically forwarded to DCP’s Regulatory Contractor.

[bookmark: _Toc320103577][bookmark: _Toc340148743][bookmark: _Toc434575362]14.6	Other

This trial will be conducted in compliance with the protocol, Good Clinical Practice (GCP), and the applicable regulatory requirements.

[bookmark: _Toc320103578][bookmark: _Toc340148744][bookmark: _Toc434575363]15.	FINANCING, EXPENSES, AND/OR INSURANCE

The protocol should describe any expenses incurred by the study participant and/or their insurance carrier. This includes any injuries the participant may have related to their participation in the study.

[bookmark: _Toc320103579][bookmark: _Toc340148745][bookmark: _Toc434575364]REFERENCES

Please provide the citations for all publications referenced in the text.


[bookmark: _Toc434575365]NCI, DCP Consent Form Template for Consortia Cancer Chemoprevention Trials

NOTES FOR CONSENT FORM AUTHORS*:
· This document provides a Template to follow when writing consent forms for the majority of cancer prevention trials. It recognizes the significant differences between various types of trials and provides phase-specific examples of recommended consent form language. This Template is not meant to be fully comprehensive; however, the lay language used and the format of the information should be followed as closely as possible when applying it to a specific study. In all cases, consent form authors should use simple language and be concise.

· Based upon the consensus of an expert, cross-disciplinary panel, the NCI strongly recommends that consent forms not exceed six to nine pages. Suggestions for making the consent form more concise include:
1. Focus on what makes the study different from the care a patient would typically receive. Instead of trying to cover everything that might happen during the trial, limit the information to the research issues.
2. Eliminate repetition of information.
3. Use lay language and explain concepts simply.
4. Use Times New Roman size 12 font.

· In the Template, instructions to consent form authors are formatted in a box. Placeholders for protocol-specific details, e.g., drug/intervention names and descriptions, are in italics; however, regular font should be used when inserting the details into the suggested consent form language. 

· A blank line, “__________”, indicates that the local investigator should provide the appropriate information before submitting to the IRB. 

· The Template date in the header is for reference to this Template only and should not be included in the consent form distributed to investigators. 

· A simplified study schema should be included in the consent form if the study includes randomization, otherwise it is optional. 

· Recommendations for use of educational attachments to the consent form may be found on the last page of this Template. For example, while a lay-language, easy-to-read study calendar is a useful tool for study participants, it should not be part of the main consent form but could be included as an optional attachment. IRB review of attachments is required.

*These notes for authors are instructional and should not be included in the consent form distributed to investigators. 

NOTES FOR LOCAL INVESTIGATORS*:

· The goal of the informed consent process is to provide people with sufficient information for making informed choices about participating in research. The consent form provides a summary of the study, of the individual's rights as a study participant, and documents their willingness to participate. The consent form is, however, only one piece of an ongoing exchange of information between the investigator and study participant. For more information about informed consent, review the “Recommendations for the Development of Informed Consent Documents for Cancer Clinical Trials” prepared by the Comprehensive Working Group on Informed Consent in Cancer Clinical Trials for the National Cancer Institute. The Web site address for this document is  http://ctep.cancer.gov/protocolDevelopment/informed_consent.htm.

· A blank line, “__________”, indicates that the local investigator should provide the appropriate information before submitting to the IRB. 

*These notes for investigators are instructional and should not be included in the consent form sent to IRBs. 

Consent Form

Notes to consent form authors about the Study Title:
1. Section length limit: Both titles together should take up no more than one-quarter page.
2. Include two titles:
a. The reader-friendly lay title, which is called the “Study Title for Study Participants”.
b. The official title, which can be used by potential study participants for Internet searches and aids in tracking by study administrative personnel.
3. For the lay title:
a. Provide a brief (<20 words) title of the study in lay language.
b. Use general terms.
c. The study drug should be named.
4. For the official title:
a. Insert DCP study ID number, e.g., Protocol XYZ20XX-XX-XX, and official study title.

Study Title for Study Participants:(Insert Lay Title here)

Text Examples for Lay Title:
· Testing pioglitazone to prevent oral cancer in people with oral leukoplakia

Official Study Title for Internet Search on http://www.ClinicalTrials.gov: (Insert Official Title here)

Introduction 

This is a clinical trial, a type of research study. Your study doctor will explain the clinical trial to you. Clinical trials include only people who choose to take part in the research. Please take your time to make your decision about volunteering. You may discuss your decision with your friends and family. You can also discuss this study with your health care team. If you have any questions, you can ask your study doctor for more of an explanation. You should only agree to participate in this study when you are comfortable enough with the information so that you can make an informed decision about joining.


What is the usual approach to my (insert type of cancer, precancerous condition, early detection, prevention of cancer, diagnosis, other)? 
Notes to consent form authors: 
1. Section length limit: This section should be between five and nine sentences and take up no more than one-quarter page.
2. For chemoprevention trials, state the precancerous condition or high-risk status (e.g., current or former smoker, oral leukoplakia) and the usual intervention (if one is available) if not participating in a study. 
3. While there may not be a single, uniformly adopted standard of care in a particular disease, precancerous condition, or high-risk group, clinical trials generally assume a usual approach that the research is aimed at improving. Providing a brief description, which may be fairly broad and generic, of a usual approach allows the research to be placed into an appropriate context. Whenever appropriate, include an estimate of the expected outcome if the usual approach was utilized.

Text Examples for Chemoprevention:

Text Example: Chemoprevention Studies
You are being asked to take part in this study because you are at increased risk for (insert type of cancer, e.g., lung) cancer. People who are at increased risk and choose not to participate in a study are usually followed closely by their doctor to watch for the development of cancer.

Text Example: Presurgical Chemoprevention Studies
You are being asked to take part in this study because you have been diagnosed with or are suspected of having (insert type of cancer, e.g., non-small cell lung) cancer. Any intervention associated with this study will take place prior to the scheduled surgery for your condition.

What are my other choices if I do not take part in this study? 
Notes to consent form authors:
1. Section length limit: This section should be no more than one-quarter page.
2. Additional bullets should include, when appropriate, alternative procedures or interventions.

Use the following text for all studies:
If you decide not to take part in this study, you have other choices. For example:
· you may choose to have the usual approach described above,
· you may choose to take part in a different study, if one is available, 
· or you may choose to do nothing.

Why is this study being done?
Notes to consent form authors:
1. Section length limit: This section should be between five and seven sentences and take up no more than one-quarter page.
2. Provide a brief, phase-specific description of why the study is being done. 
3. Insert the names and types of drugs/agents/interventions where indicated.
4. Insert the number of people taking part in the study. 
5. If modifying the Template language is necessary, use simple, concise, lay language.



Text Examples for Chemoprevention: 

Text Example: Phase 1 Dose Escalation Chemoprevention Studies
The purpose of this study is to test the safety of (insert name of drug or agent) at different doses to find out what effects, if any, it has on people and their risk of (insert type) cancer. There will be about (insert number) people taking part in this study. 

Text Example: Phase 2 Non-randomized Chemoprevention Studies
The purpose of this study is to test the safety of (insert name of drug or agent) and find out what effects, if any, (insert name of drug or agent) has on people and their risk of (insert type) cancer. There will be about (insert number) people taking part in this study. 

Text Example: Phase 2 or 3 Randomized Chemoprevention Studies
The purpose of this study is to compare the safety and effects of (insert name of drug or agent) with (insert name of currently used drug or placebo) on people and their risk of (insert type) cancer. In this study, you will get either (insert name of drug/agent) or placebo, a (insert appropriate description for the placebo, e.g., pill/liquid) that looks like the study drug but contains no medication. There will be about (insert number) people taking part in this study.

What are the study groups?
Notes to consent form authors:
1. Section length limit: This section should be between seven and ten sentences and take up no more than three-quarters page.
2. Provide a brief, phase-specific description of the study groups. 
3. Insert the names and types of drugs/agents/interventions as needed. 
4. For randomized studies, if the assignment is not 1:1, include a brief description of the assignment.
5. Clearly identify the investigational arm(s).
6. If modifying the Template language is necessary, use simple, concise, lay language.

Text Example: Phase 1 Dose Escalation Chemoprevention Studies
Different doses of the study drug (insert name of research drug) will be given to several study participants. The first group of participants will receive the lowest dose. If the drug does not cause worrisome side effects, it will be given to the next group of participants at a higher dose. The doses will increase for every group until unacceptable side effects occur. Then the study is stopped. 

Text Example: Randomized Phase 2 Chemoprevention Studies
This study has two study groups. Group 1 will receive the study drug (insert name of research drug) and Group 2 will receive a placebo, a (insert appropriate description for the placebo, e.g., pill/liquid) that looks like the study drug but contains no medication. 

A computer will randomly put you in a study group—like a coin toss—to decide what group you get placed into. This is done because no one knows if one study group is better, the same, or worse than the other group. Once you are put in a group, you cannot switch to the other group. Neither you nor your doctor will know if you are receiving the study drug or placebo. Your doctor cannot choose which group you will be in. 




Group 1
Study Drug

Randomize
(The computer will randomly put you in a study group)

You agree to take part in the study



Group 2
Placebo





How long will I be in this study?
Note to consent form authors:
1. Section length limit: This section should be one or two sentences and take up no more than one-eighth page. 

Use the following text for all studies:
You will receive the study drugs for (insert intervention length). Even if you do not finish the study, your doctor will continue to watch you for side effects and follow your condition for (insert study follow-up length).

What extra tests and procedures will I have if I take part in this study?
Notes to consent form authors:
1. Section length limit: If the study mandates this section to be included, this section should be as brief as possible and take up no more than one-half page. If study includes mandatory specimen collection, five to 10 more sentences may be added and the length can be expanded to one page.
2. Provide a list of research-related exams, tests, and procedures, as well as those that are standard for the subject's condition. Specify the frequency, if applicable.
3. Please note: Sample text has been provided below for mandatory specimen collection. Sample text for optional specimen collection is provided in the “…Optional studies…” section located prior to the Signature line.
[If applicable, include whether any of the specimen left over will be stored for biobanking. If so, indicate that this will be discussed in the section on optional studies.]
[If applicable, describe how the test results will be stored to protect privacy, e.g., “Your privacy is very important and the researchers will make every effort to protect it. Your test results will be identified by a unique code and the list that links the code to your name will be kept separate from your sample and health information.” Also include whether or not the results will be available to the study participant or study doctor.]
Use the following text for all studies requiring extra exams, tests, and/or procedures:
Most of the exams, tests, and procedures you will have are part of the usual approach for your condition. However, there are some extra (insert appropriate word, e.g., exams, tests, and/or procedures) that you will need to have if you take part in this study.

Before you begin the study:

You will need to have the following extra (insert appropriate word, e.g., exams, tests, and/or procedures) to find out if you can be in the study: 
List exams, tests, and procedures that either would not be done for the usual approach or are performed more frequently than usual. Use bulleted format. Examples of extra exams, tests and procedures:
· Echocardiogram.
· Blood tests for studies of drug levels.
· Bronchoscopy.
· Biopsy.

The following text example is provided for studies which include mandatory specimen collection:
[Insert specimen type: Small pieces of cancer or precancer tissue removed by surgery, biopsies; A blood sample; A urine sample] will be taken for the study [state when the sample will be taken, for example, before you begin study drug; after the third dose; etc.]. This sample is required in order for you to take part in this study because the research on the sample is an important part of the study. [Include brief description of how the specimen will be collected, e.g., “The research biopsy is done in a similar way to biopsies done for diagnosis.” Include a brief description of how the specimen will be used.]
[If applicable, include risks of biopsy or other specimen collection, e.g., “Common side effects of a biopsy are a small amount of bleeding at the time of the procedure, pain at the biopsy site, which can be treated with regular pain medications, and bruising. Rarely, an infection can occur.”] [If applicable, include, “You will sign a separate consent form before the biopsy is taken. This will be a standard surgical consent form from the institution where the biopsy procedure takes place.”]

Use the following text for all studies requiring extra exams, tests, and/or procedures:
If the exams, tests, and procedures show that you can take part in the study, and you choose to, then you will need the following extra (insert appropriate words, e.g., exams, tests, and/or procedures). They are not part of the usual approach for your type of cancer. (If chemoprevention trial, state, “These are not part of the usual approach for your precancerous condition.”)

During the study:
Examples of exams, tests, and procedures:
· Blood tests every month for 1 year
· Bronchoscopy before and after agent intervention
· Biopsy before and after agent intervention
· Echocardiogram to see how your heart is working every 3 months

If study calendar is attached, this statement may be included instead of the bullets: A study calendar that shows how often these (insert appropriate words, e.g., exams, tests, and/or procedures) will be done is attached.

What possible risks can I expect from taking part in this study? 
Notes to consent form authors:
1. Section length limit: Do your best to limit this section to two to four pages maximum.

If you choose to take part in this study, there is a risk that you may: 
Note to consent form authors: Select reasonably foreseeable risks and discomforts that are not physical side effects from the bullets below and/or include others, as relevant. Keep bulleted lists to no more than four items, if possible.
· Lose time at work or home and spend more time in the hospital or doctor’s office than usual.
· Be asked sensitive or private questions which you normally do not discuss.(For studies requiring genetic testing) There is a risk someone could get access to the personal information in your medical records or other information researchers have kept about you. Someone might be able to trace this information back to you. The researchers believe the chance that someone will identify you is very small, but the risk may change in the future as people come up with new ways of tracing information. In some cases, this information could be used to make it harder for you to get or keep a job. (For non-U.S. participants, please verify the existence of such laws before including the following sentence.) There are laws against misuse of genetic information, but they may not give full protection. The researchers believe the chance these things will happen is very small, but cannot promise that they will not occur. 
· There can also be a risk in finding out new genetic information about you.. New health information about inherited traits that might affect you or your blood relatives could be found during a study. 

The (specify type of study intervention) used in this study may affect how different parts of your body work, such as your liver, kidneys, heart, and blood. The study doctor will be testing your blood and will let you know if changes occur that may affect your health. 

There is also a risk that you could have side effects. 

Here are important points about side effects:
· The study doctors do not know who will or will not have side effects.
· Some side effects may go away soon, some may last a long time, or some may never go away. 
· Some side effects may interfere with your ability to have children.
· Some side effects may be serious and may even result in death. 

Here are important points about how you and the study doctor can make side effects less of a problem:
· Tell the study doctor if you notice or feel anything different so they can see if you are having a side effect.
· The study doctor may be able to treat some side effects.
· The study doctor may adjust the study drugs to try to reduce side effects.

The tables below show the most common side effects that we know about (insert name of study drug), some of which may be serious. There might be other side effects that we do not yet know about. If important new side effects are found, the study doctor will discuss these with you.

Note to consent form authors: The following tables of possible side effects for metformin have been supplied as examples of what should be included for the regimens or agents used in the study. For solicited agents, DCP will provide the tables; for unsolicited agents, please refer to the following instructions to substitute side effect information on the agent to be investigated in the proposed study.
1. Side effects of study group(s):
a. List all possible side effects of the study drugs according to the recommendations given in 2–5 below. 
b. If a combination of drugs is tested, also list any known side effects.
2. Side effects of procedures:
a. When describing risks for procedures, describe only risks for study-specific procedures that are beyond the standard of care approach. The determination of deeming a procedure as part or not part of the usual approach is left to the discretion of the investigator. 
b. Examples of procedures that are not part of the usual approach could include an unusually large amount of blood to be drawn for PK. 
3.  Side effects of supportive drugs named in the consent form:
a. Non-experimental supportive drugs need not have their side effects listed unless the treatment they support is the research question tested in the study. 
4. Definitions of frequency categories:
a. “Common, some may be serious”––There is no standard definition of the frequency of risks included in this category; however, as a guideline, “Common, some may be serious” can be viewed as occurring in greater than 20% of patients receiving the drug/agent.
b. “Occasional, some may be serious”––There is no standard definition of the frequency of risks included in this category however, as a guideline, “Occasional, some may be serious” can be viewed as occurring in 4 to 20% of patients. 
c.	“Rare, some may be serious”––There is no standard definition of the frequency of risks included in this category; however, as a guideline, “Rare, some may be serious” can be viewed as occurring in less than 3% of patients.
d. “Serious”––There is no standard definition of the frequency of risks included in this category; however, serious is defined as side effects that may require inpatient hospitalization or prolongation of existing hospitalization, may be life-threatening or lethal, may result in a persistent or significant incapacity or substantial disruption of the ability to conduct normal life functions, or result in a congenital anomaly/birth defect. Other important medical events may be also considered serious when, based upon appropriate medical judgment, they may jeopardize the patient or subject and may require medical or surgical intervention to prevent one of the outcomes listed in this definition. 
e. “Possible, some may be serious”––This is a unique frequency category and may be used, when appropriate, for informing study participants of possible side effects related to IND agents for which the frequency of individual side effects has not yet been determined.

Possible Side Effects of Metformin
	COMMON, SOME MAY BE SERIOUS
In 100 people receiving metformin, more than 20 may have:

	· Infection 
· Diarrhea
· Nausea, vomiting


 














	OCCASIONAL, SOME MAY BE SERIOUS
In 100 people receiving metformin, from 4 to 20 may have:

	· Pain in belly 
· Heartburn 
· Bloating, passing gas 
· Dizziness 
· Headache 
· Changes in taste
· Low blood sugar
· Low blood level of vitamin B12, rarely associated with anemia
· Accidental injury
· Lack of energy and strength/weakness
· Runny nose
· Abnormal stools
· Muscle pain
· Shortness of breath
· Nail changes
· Rash
· Increased sweating
· Chest discomfort
· Chills
· Flu-type symptoms
· Sudden reddening of the face and/or neck
· Abnormal heartbeat



	RARE, SOME MAY BE SERIOUS
In 100 people receiving metformin, 3 or fewer may have:

	· Lactic acidosis* (signs and symptoms: feeling very weak, tired, or uncomfortable; increasing sleepiness; unusual muscle pain; trouble breathing; slow or irregular heart beat; unusual or unexpected stomach pain; feeling cold; low blood pressure associated with feeling lightheaded and dizzy)


*Lactic acidosis is a rare (0.03 per 1000 patient-years) but serious toxicity associated with metformin use. When it occurs, it is fatal in approximately 50% of the cases. Risk of lactic acidosis is highest in patients with preexisting kidney or liver failure, severe infections, congestive heart failure, or poor oxygenation. Additional risk factors are excessive alcohol consumption, major surgeries, and treatment with intravascular iodine-based contrast agents used in CT (x-ray) scans. Such scans and surgeries are [not] planned for this study; however, please notify your study doctor if you are planning to undergo CT scans or elective surgical procedure while on study. 

	POSSIBLE, SOME MAY BE SERIOUS
The frequency of some individual side effects has not yet been determined:

	· Constipation
· Leg pain



Reproductive risks: You should not get pregnant, breastfeed, or father a baby while in this study. The (specify intervention) used in this study could be very damaging to an unborn baby. Check with the study doctor about what types of birth control, or pregnancy prevention, to use while in this study.



What possible benefits can I expect from taking part in this study?
Notes to consent form authors:
1. Section length limit: This section should be between two and three sentences and take up no more than one-eighth page.
The statements below are generic and consent form authors should try to make their language specific to the study question when describing the potential research benefit. Additionally, study participants should be given information whenever possible about the type and duration of the likely benefit, e.g., improved comfort for several weeks, time without disease occurrence for several months, or improved survival for several years, if possible.

Text Example: Phase 1 Chemoprevention Studies:
Participating in this study is unlikely to help your condition. This study may help us learn things that could help people in the future.

Text Example: Phase 2 and 3 Chemoprevention Studies:
This study may or may not help you because we do not know how the study drugs will compare to the usual approach for your condition. This study may help us learn things that could help people in the future.

Can I stop taking part in this study?
Notes to consent form authors:
1. Section length limit: This section should be between five and eight sentences and take up no more than three-eighths page.

Use the following text for all studies:
Yes. You can decide to stop at any time. If you decide to stop for any reason, it is important to let the study doctor know as soon as possible so you can stop safely. If you stop, you can decide whether or not to let the study doctor continue to provide your medical information to the organization running the study.

The study doctor will tell you about any new information or changes in the study that could affect your health or your willingness to continue in the study.

The study doctor may take you out of the study:
· If your health changes. 
· If the study is no longer in your best interest.
· If new information becomes available.
· If you do not follow the study rules.
· If the study is stopped early for any reason by the sponsor, IRB or FDA.

What are my rights in this study?
Notes to consent form authors:
1. Section length limit: This section should be about four sentences and take up no more than one-eighth page.

Use the following text for all studies:
Taking part in this study is your choice. No matter what decision you make, and even if your decision changes, there will be no penalty to you. You will not lose medical care or any legal rights.

For questions about your rights while in this study, call the ________________________(insert name of center) Institutional Review Board at __________________(insert telephone number). (Note to Local Investigator: Contact information for patient representatives or other individuals at a local institution who are not on the IRB or research team but take calls regarding clinical trial questions can also be listed here.)   

What are the costs of taking part in this study?
Notes to consent form authors:
1. Section length limit: This section should be between four and eight sentences and take up no more than one-quarter page. 
2. If appropriate, state which study agent(s) or procedures are provided free of charge. 
3. Indicate if the study participant and/or health plan is likely to be billed for any charges associated with these “free” tests or procedures.
4. Outline any other pertinent financial support.

Use the following text for all studies:
The (study agent) will be supplied at no charge while you take part in this study. The cost of study-specific biopsies and exams, tests, and any other procedures will be paid for by the study.

Some costs associated with your care may be considered standard of care, and will be billed to you or your insurance company. You will have to pay for any costs (including deductibles and co-payments) not covered by your health insurer.

Before you decide to be in the study, you should check with your health plan or insurance company to find out exactly what they will pay for. 

(Note to consent form authors and investigators: Insert a description of any compensation for participation or reimbursement for expenses.)

What happens if I am injured or hurt because I took part in this study?
Notes to consent form authors:
1. Section length limit: This section should be between four and six sentences and take up no more than one-quarter page.

Use the following text for all studies:
If you feel you have been injured or hurt as a result of taking part in the study, it is important that you tell the study doctor immediately. You will get medical treatment if you are injured or hurt as a result of taking part in this study. 

The study sponsors will not offer to pay for medical treatment for injury. Your insurance company may not be willing to pay for study-related injury. If you have no insurance coverage, you would be responsible for any costs. Even though you are in a study, you keep all of your legal rights to receive payment for injury caused by medical errors.



Who will see my medical information? 
Notes to consent form authors:
1. Section length limit: This section should be between four and five sentences and take up no more than one-quarter page.
2. Include the following text, if applicable: Some of your health information, and information about your specimen, from this study may be sent to a central database for research. Your name or contact information will not be put in the database. 
3. If genetic information from specimen testing will be placed in a central database, please include the risks related to potential identification.
4. The NCI has recommended that HIPAA regulations be addressed by the local institution. Language pertaining to HIPAA compliance may or may not be included in the local consent form, depending on local institutional policy.

Use the following text for all studies:
Your privacy is very important to us and we will make every effort to protect it. Your information may be given out if required by law. For example, certain states require doctors to report to health boards if they find a disease like tuberculosis. However, we will do our best to make sure that any information that is released will not be able to identify you. Some of your health information, and/or information about your specimen, from this study will be kept in a central database for research. Your name or contact information will not be put in the database.

There are organizations that may inspect your records. These organizations are required to make sure your information is kept private. Some of these organizations are:
· The study sponsor and any drug company supporting the study (Note to consent form authors: Delete drug company reference if not applicable.)
· The Institutional Review Board, IRB, is a group of people who review the research with the goal of protecting the people who take part in the study.
· The Food and Drug Administration and the National Cancer Institute in the US, and similar organizations if other countries are involved in the study.
· The National Cancer Institute will obtain information for this clinical trial under data collection authority Title 42 U.S.C. 285.

Where can I get more information?
Notes to consent form authors:
1. Section length limit: This section should be between six and eight sentences and take up no more than one-quarter page.
The second paragraph below complies with the new FDA regulation found at 21 CFR 50.25(c) and must be included verbatim in all consent forms for any applicable trial under the regulation. The text in this paragraph cannot be revised.

Use the following text for all studies:
The National Cancer Institute will obtain information from this clinical trial under data collection authority Title 42 U.S.C. 285.

You may visit the NCI website at http://cancer.gov/ for more information about studies or general information about cancer. You may also call the NCI Cancer Information Service to get the same information at: 1-800-4-CANCER (1-800-422-6237). 

A description of this clinical trial will be available on http://www.ClinicalTrials.gov, as  required by US law. This website will not include information that can identify you. At most, the website will include a summary of the results. You can search this website at any time.

Who can answer my questions about this study?
Notes to consent form authors:
1. Section length limit: This section should be between four and six sentences and take up no more than one-eighth page.

Use the following text for all studies:
You can talk to the study doctor about any questions or concerns you have about this study or to report side effects or injuries. Contact the study doctor __________________ (insert name of study doctor[s]) at __________________ (insert telephone number).

ADDITIONAL STUDIES SECTION: (Indicate clearly to participants that this is a separate section)

This section is about optional studies you can choose to take part in. 
Notes to consent form authors:
1. Section length limit: If the study mandates some of these optional studies be included, the text should be as brief as possible and take up no more than three pages.
2. All of the regulatory elements of consent included in the primary consent form must pertain to the embedded optional study. If any do not apply, they must be addressed in the discussion of the optional study.
3. Provide yes/no options at each decision point and do not require initials. 
4. After choosing which optional studies included below pertain to your specific research, delete the studies that do not pertain. 
5. If modifying the Template language to include other studies is necessary, use simple, concise, lay language

Use the following text if optional studies are included:
This part of the consent form is about optional studies that you can choose to take part in. You will not get health benefits from any of these studies. The researchers leading this optional study hope the results will help other people with cancer in the future.

The results will not be added to your medical records, and you or your study doctor may not know the results. You will not be billed for these optional studies. 

You can still take part in the main study even if you say ‘no’ to any or all of these studies. If you sign up for but cannot complete any of the studies for any reason, you can still take part in the main study.

Circle your choice of “yes” or “no” for each of the following studies. 



Optional Sample Collections for Laboratory Studies and/or Biobanking for Possible Future Studies

Note to consent form authors: 
1. Section title and content should be modified as applicable based on whether study has optional collections and/or biobanking. 
2. Some content for the biobanking consent has been used with the consent of the author, L. M. Beskow. The citation is as follows: Beskow LM, Friedman JY, Hardy NC, Lin L, Weinfurt KP (2010) Developing a Simplified Consent Form for Biobanking. PloS ONE 5(10):e13302.doi:10.1371/journal/.pone.0013302

Researchers are trying to learn more about cancer, diabetes, and other health problems. Much of this research is done using samples from your biopsies, blood, urine, or other fluids. Through these studies, researchers hope to find new ways to prevent, detect, treat, or cure health problems. 

Some of these studies may be about genes. Genes carry information about features that are found in you and in people who are related to you. Researchers are interested in the way that genes affect how your body responds to treatment.

(Note to consent form authors: The following is a text example for when a defined/known lab study can be described.)
If you choose to take part in this study, the study doctor for the main study would like to collect (insert specimen to be collected, e.g., blood) for research on (briefly describe purpose).

(Note to consent form authors: The following is a text example for when a specimen is being collected for future unspecified research.)
If you choose to take part, (insert specimen to be collected, e.g., a sample of tissue from your previous biopsy) will be collected. The researchers ask your permission to store and use your samples and health information for medical research. The research that may be done is unknown at this time. Storing samples for future studies is called “biobanking”. The Biobank is being run by (insert name of clinical trials organization) and supported by the National Cancer Institute.

WHAT IS INVOLVED? 
If you agree to take part, here is what will happen next:
1) Choose applicable sentence for the trial: About (insert number) tablespoons of blood will be collected from a vein in your arm. OR A sample from the tissue that was collected at the time of your surgery will be sent to the Biobank. OR A sample of tissue will be collected from the optional extra biopsy. [Revise as necessary to describe sample and collection. Should be noted if sample is drawn at same time as other draws, is residual material from embedded correlative, or already exists (archived tissue).]
2) Choose ‘a’ or ‘b’ as applicable for the trial:
a) Your sample and some related information will be sent to a researcher for use in the study described above. (Include the following sentences, if applicable.) Remaining samples may be stored in the Biobank, along with samples from other people who take part. The samples will be kept until they are used up or no longer needed.
OR
b) For future unspecified research: Your sample and some related information may be stored in the Biobank, along with samples and information from other people who take part. The samples will be stored at (insert name of institution storing samples during study) until the end of the study, when they may be transferred to the National Institutes of Health.
3) Qualified researchers can submit a request to use the materials stored in the Biobank. A research committee will review each request. There will also be an ethics review to ensure that the request is necessary and proper. Researchers will not be given your name or any other information that could directly identify you. (Note to informed consent authors: In specific instances, if this statement is not accurate and information may be given to researchers, please include appropriate notification information.)
4) Neither you nor your study doctor will be notified if/when research is conducted using your samples. (Note to informed consent authors: In specific instances, if this statement is not accurate and information may be given to study doctors, please include appropriate notification information.)
5) Some of your genetic and health information may be placed in central databases that may be public, along with information from many other people. Information that could directly identify you will not be included. 

WHAT ARE THE POSSIBLE RISKS? 
1) The most common risks related to drawing blood from your arm are brief pain and possibly a bruise. (Revise as necessary to describe risks from the sample collection.)
2) There is a risk that someone could get access to the personal information in your medical records or other information we have stored about you. 
3) There is a risk that someone could trace the information in a central database back to you. Even without your name or other identifiers, your genetic information is unique to you. The researchers believe the chance that someone will identify you is very small, but the risk may change in the future as people come up with new ways of tracing information. 

There are laws against the misuse of genetic information, but they may not give full protection. New health information about inherited traits that might affect you or your blood relatives could be found during a study. The researchers believe the chance these things will happen is very small, but cannot promise that they will not occur. 

	A new Federal law, called the Genetic Information Nondiscrimination Act (GINA), generally 	makes it illegal for health insurance companies, group health plans, and most employers to 	discriminate against you based on your genetic information. This law generally will protect you 	in the following ways:	
· Health insurance companies and group health plans may not request your genetic information that we get from this research. 

· Health insurance companies and group health plans may not use your genetic information when making decisions regarding your eligibility or premiums.	

Employers with 15 or more employees may not use your genetic information that we get from this research when making a decision to hire, promote, or fire you or when setting the terms of your employment. All health insurance companies and group health plans must follow this law by May 21, 2010. All employers with 15 or more employees must follow this law as of November 21, 2009.
		
Be aware that this new Federal law does not protect you against genetic discrimination by companies that sell life insurance, disability insurance, or long-term care insurance. 

4) (For non-US participants, please verify existence of such laws before including the following text.) There are laws against the misuse of genetic information, but they may not give full protection. New health information about inherited traits that might affect you or your blood relatives could be found during a study. The researchers believe the chance these things will happen is very small, but cannot promise that they will not occur.
	
HOW WILL INFORMATION ABOUT ME BE KEPT PRIVATE? 
Your privacy is very important to the researchers and they will make every effort to protect it. Here are just a few of the steps they will take:
1) When your sample(s) is sent to the researchers, no information identifying you (such as your name or social security number) will be sent. Samples will be identified by a unique study code only. (Note to consent form authors: If investigators are receiving samples directly from sites without being coded, modify accordingly.)
2) The list that links the unique code to your name will be kept separate from your sample and health information. Any Biobank and (insert name of clinical trials organization) staff with access to the list must sign an agreement to keep your identity confidential.
3) Researchers to whom (insert name of clinical trials organization) sends your sample and information will not know who you are. They must also sign an agreement that they will not try to find out who you are.
4) Information that identifies you will not be given to anyone, unless required by law.
5) If research results are published, your name and other personal information will not be used.

WHAT ARE THE POSSIBLE BENEFITS? 
You will not benefit from taking part. (Note to informed consent authors: In specific studies, if this statement is not accurate and information may be given to the study participant’s physician for use in their care, please include appropriate notification information.)

(Use the following sentence as applicable, e.g., when diagnosis has not been established: Your samples may be helpful to research whether you do or do not have cancer.) The researchers, using the samples from you and others, might make discoveries that could help people in the future.

ARE THERE ANY COSTS OR PAYMENTS? 
There are no costs to you or your insurance. You will not be paid for taking part; however, you may receive some funds to defray some of the cost of participating (e.g., parking, child care). If any of the research leads to new tests, drugs, or other commercial products, you will not share in any profits.

WHAT IF I CHANGE MY MIND? 
If you decide you no longer want your samples to be used, you can call the study doctor, _________________, (insert name of study doctor for main trial) at ________________________ (insert telephone number of study doctor for main trial) who will let the researchers know. Then, any sample that remains in the bank will no longer be used. Samples or related information that have already been given to or used by researchers will not be returned.

WHAT IF I HAVE MORE QUESTIONS? 
If you have questions about the use of your samples for research, contact the study doctor, ________________, (insert name of study doctor for main trial), at _____________________ (insert telephone number of study doctor for main trial).

Please circle your answer to show whether or not you would like to take part in each option (include only applicable questions):

SAMPLES FOR THE LABORATORY STUDIES:	
I agree to have my specimen collected and I agree that my specimen sample(s) and related information may be used for the laboratory study(ies) described above.

	YES		NO

I agree that my study doctor, or their representative, may contact me or my physician to see if I wish to learn about results from this(ese) study(ies).

	YES		NO

SAMPLES FOR FUTURE RESEARCH STUDIES:
	My samples and related information may be kept in a Biobank for use in future health research.

	YES		NO

I agree that my study doctor, or their representative, may contact me or my physician to see if I wish to participate in other research in the future.

	YES		NO

Use the following text if optional studies have been included:
This is the end of the section about optional studies.

My Signature Agreeing to Take Part in the Main Study
Notes to consent form authors:
1. Section length limit: This section should be four to five sentences and take up no more than one-quarter page.

I have read this consent form or had it read to me. I have discussed it with the study doctor and my questions have been answered. I will be given a signed copy of this form. I agree to take part in the main study and any additional studies where I circled ‘yes’. (Note to protocol authors – remove italicized text if not applicable. Remove italics, if the text does apply.)

Participant’s signature ________________________________

Date of signature_____________________________________


(The following signature and date lines for the person(s) conducting the discussion may be included at the discretion of the study sponsor.)

Signature of person(s) conducting the informed consent discussion ___________________________________

Date of signature_____________________________________ 


Note to Consent Form Authors and Investigators:

Recommendations about Attachments to the Consent Form (CF)

1. Attachments should contain information for the study participant that is considered optional, and is not required for their understanding of the proposed research. Attachments may provide clarification, additional education, or provide information about other facets of overall cancer care.

2. All required information should be contained within the CF itself. If the information is considered mandatory for the participants’ understanding of the proposed research, then it should be in the CF. 
a) If a therapy or procedure is truly part of the research design – whether it is drug therapy, surgery, minimally invasive therapy, imaging, etc. – then information describing this therapy/ procedure should be part of the CF. 
b) There is a difference between interventions that are part of standard care vs. a new indication of an already marketed intervention when research is being done. Marketed or available interventions (including scans) that are being used for a new indication should be treated as an experimental intervention and their side effects should be in the CF. 

3. A study calendar is useful to include as an optional attachment.
a) Patient advocates have recommended attaching a calendar that is easy for study participants to understand, conveying what has to be done, when, and for how long. It should help the study participant plan his/her life during the study. It should not be formidable-looking or too complicated in format, especially as dates and timing often change during the course of treatment due to unforeseen events. 

4. Patient advocates have recommended the use of supportive educational materials that could help study participants better understand research-related information, such as biospecimen banking and treatment-related information for radiation therapy, surgery, chemotherapy, and imaging. 
a)	NCI offers educational materials that cover many aspects of cancer, its treatment, and research. Free copies may be ordered on the NCI Web site at https://pubs.cancer.gov/ or by calling 1-800-4-CANCER (1-800-422-6237) to request free copies.
b) The FAQs about the NIH Certificate of Confidentiality may be found at http://grants.nih.gov/grants/policy/coc/faqs.htm. If a study has a Certificate of Confidentiality, the FAQs can be printed and used as an attachment.

5. Since many people do not have access to the Internet, including only web links in an attachment is not considered to be useful.

6. Friendly reminder – attached consent materials to the CF must be reviewed and approved by the IRB.
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APPENDIX A
Performance Status Criteria

ECOG Performance Status Scale
	Grade
	Descriptions

	0
	Normal activity. Fully active, able to carry on all pre-disease performance without restriction.

	
	

	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).

	
	

	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.

	
	

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

	
	

	4
	100% bedridden. Completely disabled. Cannot carry on any self-care. Totally confined to bed or chair.

	
	

	5
	Dead.



Karnofsky Performance Scale
	Percent
	Description

	100
	Normal, no complaints, no evidence of disease.

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

	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.

	60
	Requires occasional assistance, but is able to care for most of his/her needs.

	50
	Requires considerable assistance and frequent medical care.

	40
	Disabled, requires special care and assistance.

	30
	Severely disabled, hospitalization indicated. Death not imminent.

	20
	Very sick, hospitalization indicated. Death not imminent.

	10
	Moribund, fatal processes progressing rapidly.

	0
	Dead.
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