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[bookmark: _Toc281240026][bookmark: _Toc281240277]Clinical Research Protocol 
The term "protocol" is defined as a complete written description of, and scientific rationale for, a research activity involving human subjects. 
In the context, "protocol" means both the written description of the research activity and the activity itself.
The NCI IRB requires one of 3 protocol templates for CCR Intramural protocols:
1.	The NCI IRB template. This template can be downloaded on the CCR Intranet site.  
2.	CTEP Template: If the protocol involves an Investigational Agent and will be sponsored by Cancer Therapy Evaluation Program (CTEP), the NCI IRB will accept the appropriate CTEP template located at: http://ctep.info.nih.gov/guidelines/templates.html.  If you are using the CTEP template, please remember to include required NCI CCR sections such as Human Subjects Protections and NCI IRB AE reporting requirements.
If a CCR Investigator is not the author of the study, then an NCI Appendix is required and should include:
· Face Sheet
· Précis
· Registration Information
· NIH Definitions of Violation, Deviation and Unanticipated Problem
· NCI-IRB Reporting requirements
· Human Subjects Protection Section (if not in sponsor protocol)
· NCI Multi-Center Guidelines
· Sample storage, tracking and disposition information pertinent to this site

The NCI Appendix can be uploaded into iRIS as a separate document and noted as “NCI Appendix” or if possible, it is preferable to place in the front of the sponsor’s formatted protocol.
3.	Industry Sponsor Formatted Template: the NCI IRB will accept an industry sponsored formatted template but an NCI Appendix is required and should include the items listed above.
[bookmark: _Toc281240027][bookmark: _Toc281240278]

Style Guidelines:
12 point font (Times, Times New Roman or Arial) and single line spacing for the protocol document. The decimal system (i.e. 1.0; 1.1; etc) should be used to subdivide the various sections. Margins should be 1 inch on all sides.
If a section is not applicable to your protocol, it may be deleted.
Recommend that duplication of information in the protocol document be avoided. Please reference appropriate sections where the detailed information can be located. For example:
· Early stopping rules can be described in Section 3.0 or 6.0 with reference to the other section as appropriate 
· If you are removing a subject from protocol therapy for progressive disease, reference Section 5.2 for criteria
For assistance with this template or writing a protocol, you may contact the CCR Protocol Support Office at: nciprotocolsupportoffice@mail.nih.gov.  We can format the tables, correct the outline, generate table of contents, and review for current regulatory language.
Template language non-italicized, Guidelines/descriptions in italics


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


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


[bookmark: _Toc281240029]Principal Investigator:   	
Note: for definitions of roles, refer to “Guide to Completing the Clinical Research Protocol Roles in iRIS”: http://home.ccr.cancer.gov/intra/clin_ops/IRB/iRIS/iRIS_Roles.pdf 
List the affiliation, address, and contact information to include telephone, fax and email for each investigator 

[bookmark: _Toc281240030]Lead Associate Investigator:   	
Medical Advisory Investigator (MAI), if applicable

Accountable Investigator, if applicable

Adjunct Principal Investigator (API), if applicable

[bookmark: _Toc281240031]Associate Investigators:   	
Limit to contributing investigators (i.e., do not include persons participating in routine patient care).

[bookmark: _Toc281240032]Research Contact:
   
[bookmark: _Toc281240034]Investigational Agents:    
	Drug Name:
	

	IND Number:
	

	Sponsor:
	

	Manufacturer:
	



[bookmark: _Toc281240047][bookmark: _Toc281240290]For Multi-institutional protocols:
Overall Study PI, Affiliation, and contact information
Coordination Center
Responsible DSMB or SMC – this may be the NCI SMC or the Sponsor’s DSMB 

For multi-institutional protocols for which the CCR is the Coordinating Center, the following items must be listed on the protocol face sheet for each participating institution:
[bookmark: _Toc281240048][bookmark: _Toc281240291]Name of Institutional PI:
[bookmark: _Toc281240049][bookmark: _Toc281240292]Institution: 
Institution FWA#
[bookmark: _Toc281240050][bookmark: _Toc281240293]Address:
[bookmark: _Toc281240051][bookmark: _Toc281240294]Phone Number:
[bookmark: _Toc281240052][bookmark: _Toc281240295]Email:

[bookmark: _Toc281240053][bookmark: _Toc281240296]Name of IRB Contact:
IRB of Record Name:
[bookmark: _Toc281240055][bookmark: _Toc281240298]Address:
[bookmark: _Toc281240057][bookmark: _Toc281240300]Phone Number:
Email:

[bookmark: _Toc281240058][bookmark: _Toc281240301]Name of Pharmacy Contact:
Address:
Phone Number:
Email:

Name of Institutional Study Coordinator:
Address:
Phone Number:
Email:
[bookmark: _Toc281240062][bookmark: _Toc288125051]
Précis (Limit to 5000 characters)

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

[bookmark: _Toc281240063][bookmark: _Toc281240305]Background:
This section could include the rationale for trial, a description of drug (e.g., mechanism of action), information about the disease being studied
[bookmark: _Toc281240064][bookmark: _Toc281240306]Objectives:
[bookmark: _Toc281240065][bookmark: _Toc281240307]The primary objective(s) of the study should be listed in abbreviated form
[bookmark: _Toc281240066][bookmark: _Toc281240308]Eligibility:
Include the most significant criteria for patient selection such as age, diagnosis, disease status (stage, prognostic group), prior therapy, exceptions to normal organ function
[bookmark: _Toc281240067][bookmark: _Toc281240309]Design:
Phase of trial, design of the trial, dose/schedule of drugs for each arm, randomization, planned statistical analysis for primary endpoint, number of patients to be enrolled
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1. [bookmark: _Toc281240068][bookmark: _Toc281240310][bookmark: _Toc288125052]INTRODUCTION
[bookmark: _Toc250632156][bookmark: _Toc281240069][bookmark: _Toc281240311][bookmark: _Toc288125053]Study Objectives
State in bullet form the primary and secondary study objectives.  Objectives should be tied to measurable endpoints described in subsequent sections of the protocol (e.g., statistical section,   maximum tolerated dose (MTD), survival, response, surrogate markers) and all endpoints must be clearly defined.
[bookmark: _Toc250632157][bookmark: _Toc281240070][bookmark: _Toc281240312][bookmark: _Toc288125054]Primary Objective:
The primary objective provides the major focus of the study and takes priority over other aspects of the study and drives statistical analyses.
[bookmark: _Toc250632158][bookmark: _Toc281240071][bookmark: _Toc281240313][bookmark: _Toc288125055]Secondary Objective(s):
Secondary objectives allow for investigation of contributory questions that while scientifically important, do not have the same significance as the primary objective(s).
[bookmark: _Toc250632159][bookmark: _Toc281240072][bookmark: _Toc281240314][bookmark: _Toc288125056]Background and Rationale:
State the problem or question under study (e.g., describe the disease and current limitations of knowledge or therapy).  Provide relevant scientific background: experimental and clinical rationale, description of supportive clinical studies including toxicities of drugs or procedures, justification for specific study design, and description of alternative treatment approaches (i.e., both standard care and state of the art). Include key references, but not a complete literature review.
[bookmark: _Toc250632160][bookmark: _Toc281240073][bookmark: _Toc281240315][bookmark: _Toc288125057]ELIGIBILITY ASSESSMENT AND ENROLLMENT 
[bookmark: _Toc250632161][bookmark: _Toc281240074][bookmark: _Toc281240316][bookmark: _Toc288125058]Eligibility Criteria
Divide into inclusion and exclusion criteria and employ a numbered checklist format.  Avoid overlap between inclusion and exclusion sections (e.g., inclusion - free of opportunistic infections; exclusion - presence of an opportunistic infection). Sample criteria are listed below and should be modified as appropriate for your protocol.
[bookmark: _Toc250632162][bookmark: _Toc281240075][bookmark: _Toc281240317][bookmark: _Toc288125059]Inclusion Criteria
[bookmark: _Toc250632163][bookmark: _Toc281240076][bookmark: _Toc281240318]Patients must have histologically or cytologically confirmed (insert disease) confirmed by the (insert institute, such as Laboratory of Pathology, NCI)
Please insert appropriate criteria for the particular patient population.  Note: Lesions are either measurable or non-measurable using the criteria provided in Section 6.2.  The term “evaluable” in reference to measurability will not be used because it does not provide additional meaning or accuracy.  Suggested text is provided below. 
Patients must have measurable disease, defined as at least one lesion that can be accurately measured in at least one dimension (longest diameter to be recorded for non-nodal lesions and short axis for nodal lesions) as >20 mm with conventional techniques or as >10 mm with spiral CT scan.  See Section 6.2 for the evaluation of measurable disease.
Please insert appropriate criteria for diseases other than solid tumors.  Criteria for selected hematologic malignancies can be found in the following references:  J Clin Oncol 17(4):1244-53, 1999 (non-Hodgkin's lymphoma); J Clin Oncol 8(5):813-19, 1990 (acute myeloid leukemia); and Blood 887(12):4990-97, 1996 (chronic lymphocytic leukemia).
	Please state allowable type and amount of prior therapy.  Define as appropriate any limitations on prior therapy and the time from last prior regimen (e.g., no more than 6 cycles of an alkylating agent; no more than 450 mg/m2 doxorubicin for agents with expected cumulative cardiotoxicity).  Include separate definitions for duration as needed (e.g., at least 4 weeks since prior chemotherapy or radiation therapy, 6 weeks if the last regimen included BCNU or mitomycin C).  Include site/total dose for prior radiation exposure as needed (e.g., no more than 3000 cGy to fields including substantial marrow).
Age >18 years.  Please state reason for age restriction.  If applicable, the following text can be used.  
Because no dosing or adverse event data are currently available on the use of (insert study drug) in combination with [other agents]   in patients <18 years of age, children are excluded from this study, but will be eligible for future pediatric trials.

ECOG performance status <2 (Karnofsky >60%, see Appendix A).

Patients must have normal organ and marrow function as defined below: 
· leukocytes						>3,000/mcL
· absolute neutrophil count		>1,500/mcL
· platelets							>100,000/mcL
· total bilirubin					within normal institutional limits
· AST(SGOT)/ALT(SGPT)		<2.5 X institutional upper limit of normal
· creatinine						within normal institutional limits
	OR
· creatinine clearance				>60 mL/min/1.73 m2 for patients with creatinine levels above institutional normal.

Please insert other appropriate eligibility criteria.

Please use or modify the following paragraph as appropriate.

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

Ability of subject or Legally Authorized Representative (LAR) to understand and the willingness to sign a written informed consent document.
[bookmark: _Toc288125060]Exclusion Criteria
Patients who are receiving any other investigational agents.

Patients with known brain metastases should be excluded from this clinical trial because of their poor prognosis and because they often develop progressive neurologic dysfunction that would confound the evaluation of neurologic and other adverse events.

History of allergic reactions attributed to compounds of similar chemical or biologic composition to (study agent) or other agents used in study.

Please state appropriate exclusion criteria relating to concomitant medications or substances that have the potential to affect the activity or pharmacokinetics of the study agent(s).  Examples of such agents or substances include those that interact through the CYP450 isoenzyme system or other sources of drug interactions (e.g., P-glycoprotein).  Specifically excluded substances may be listed below, stated in Section 8 (Pharmaceutical Information), and presented as an appendix.  If appropriate, the following text concerning CYP450 interactions may be used or modified.  

Patients receiving any medications or substances that are inhibitors or inducers of specify CYP450 enzyme(s) are ineligible.  Lists including medications and substances known or with the potential to interact with the specified CYP450 enzyme(s)  isoenzymes are provided in Appendix (#/letter).

Uncontrolled intercurrent illness including, but not limited to, ongoing or active infection, symptomatic congestive heart failure, unstable angina pectoris, cardiac arrhythmia, or psychiatric illness/social situations  (within timeframe) that would limit compliance with study requirements.

The investigator(s) must state a medical or scientific reason if pregnant or nursing patients will be excluded from the study.  Suggested text is provided below:

Pregnant women are excluded from this study because (Study Agent)  is   a/an Agent Class   agent with the potential for teratogenic or abortifacient effects.  Because there is an unknown but potential risk for adverse events in nursing infants secondary to treatment of the mother with (Study Agent), breastfeeding should be discontinued if the mother is treated with  (Study Agent).  These potential risks may also apply to other agents used in this study.

The investigator(s) must state a medical or scientific reason if patients who are cancer survivors or those who are HIV positive will be excluded from the study.  Suggested text is provided below:

HIV-positive patients on combination antiretroviral therapy are ineligible because of the potential for pharmacokinetic interactions with Study Agent(s).  In addition, these patients are at increased risk of lethal infections when treated with marrow-suppressive therapy.  Appropriate studies will be undertaken in patients receiving combination antiretroviral therapy when indicated.

Please insert other appropriate agent-specific exclusion criteria.
[bookmark: _Toc281240077][bookmark: _Toc281240319][bookmark: _Toc288125061]Recruitment Strategies
Describe how participants will be identified, note efforts to include under-represented minorities. Recruitment advertisements and letters must be submitted to the IRB.
[bookmark: _Toc250632164][bookmark: _Toc281240078][bookmark: _Toc281240320][bookmark: _Toc288125062]Screening Evaluation
In numbered outline format, describe the required evaluations to confirm study eligibility prior to  patient registration on the protocol: e.g. clinical evaluation, , laboratory evaluation, radiology and nuclear medicine tests, special studies (ECG, EEG, pulmonary function tests), and pathological/tissue evaluation (describe required special stains/ molecular diagnostic procedures for pathological specimens and responsible laboratory). Specify time frame for completion of studies (e.g. all studies must be completed within 6 weeks prior to enrolling onto the protocol). Screening procedures may be performed on a CCR screening protocol. For baseline evaluations, please see section 2.5. 
[bookmark: _Toc250632165][bookmark: _Toc250632166][bookmark: _Toc250632167][bookmark: _Toc281240079][bookmark: _Toc281240321][bookmark: _Toc288125063]Registration Procedures
All patients must be registered on study once study consent has been obtained. This is typically done after eligibility has been confirmed. The following template language is to be used:

Authorized staff must register an eligible candidate with NCI Central Registration Office (CRO) within 24 hours of signing consent.  A registration Eligibility Checklist from the web site (http://intranet.cancer.gov/ccr/welcome.htm) must be completed and faxed to 301-480-0757.  After confirmation of eligibility at Central Registration Office, CRO staff will call pharmacy to advise them of the acceptance of the patient on the protocol prior to the release of any investigational agents (if applicable).  Verification of Registration will be forwarded electronically via e-mail to the research team. A recorder is available during non-working hours. 
Please note, it is very important for all registrars to request encrypted e-mail from NIH Help Desk, since the verification of registration includes patient’s information. 

For multi-site studies where CCR is the Coordinating Center: All patients must be registered on study. Please note that participating sites may require consent to be signed prior to confirming eligibility. The accrual to study will not begin until the patient has been deemed eligible. Please inform the CRO if this will be the case so that they can prepare the appropriate eligibility checklist. Please provide one of the following 2 options for registration: (1) Sites can directly register with the CRO or (2) Sites can register with the CRO via the Research Nurse. The following template language is to be used:

[bookmark: _Toc281240080][bookmark: _Toc281240322]For participating site Registration: 
[bookmark: _Toc281240081][bookmark: _Toc281240323]For option #1, sites directly registering with the CRO
All patients must be registered through the NCI Central Registration Office (CRO). The CRO is open from 8:30am to 5:30pm EST Monday through Friday, excluding federal holidays.  A protocol registration form and cover memo will be supplied by the Coordinating Center, NCI CCR and updates will be provided as needed. Subject eligibility and demographic information is required for registration. To register a subject, fax the completed registration checklist and cover memo to the CRO at 301-480-0757. Please indicate on the protocol registration form whether the patient is screening or is eligible to start treatment. The CRO will notify you either by e-mail or fax that the protocol registration form has been received. The CRO will assign a unique patient/subject ID number for each subject that will be used to enter data into the C3D data base. Questions about eligibility should be directed to the Coordinating Center’s Research Nurse, insert name, telephone number, and email. Technical questions about the form should be directed to the Central Registration Office (301-402-1732)

[bookmark: _Toc281240082][bookmark: _Toc281240324]For option #2, sites registering with the CRO via the Research Nurse
All patients must be registered through the NCI Central Registration Office (CRO). The CRO is open from 8:30am to 5:30pm EST Monday through Friday, excluding federal holidays.  A protocol registration form and cover memo will be supplied by the Coordinating Center, NCI CCR and updates will be provided as needed. Subject eligibility and demographic information is required for registration. To register a subject, send the completed registration checklist to Coordinating Center’s Research Nurse, insert name, telephone number, and email.  Please indicate on the protocol registration form whether the patient is screening or is eligible to start treatment. The CRO will notify you either by e-mail or fax that the protocol registration form has been received. The CRO will assign a unique patient/subject ID number for each subject that will be used to enter data into the C3D data base. Questions about eligibility should be directed to the Coordinating Center’s Research Nurse, insert name, telephone number, and email. Technical questions about the form should be directed to the Central Registration Office (301-402-1732)
[bookmark: _Toc281240083][bookmark: _Toc281240325][bookmark: _Toc288125064]Randomization (or Stratification) Procedures:
If applicable, describe the study arms, the randomization points (i.e. at study entry or later), and the criteria for patient stratification.  Describe the procedure to assign patients to a treatment arm and the name and phone number of person performing randomization. A flow sheet is highly recommended. Patients should be analyzed according to treatment assigned, not by treatment actually received. Randomization can be performed by the CRO.
[bookmark: _Toc281240084][bookmark: _Toc281240326][bookmark: _Toc288125065]Baseline Evaluation
In outline format, describe the required baseline measurements to be done when the patient enrolls on the protocol: e.g. clinical evaluation, specialty consults, laboratory evaluation (include handling instructions for research samples in section XX), radiology and nuclear medicine tests, special studies (ECG, EEG, pulmonary function tests), and pathological/tissue evaluation (describe required special stains/ molecular diagnostic procedures for pathological specimens and responsible laboratory; include handling instructions for all research specimens in section XX). Specify time frame for completion of studies (e.g. all studies must be completed within X weeks of first dose of drug or registration).

[bookmark: _Toc250632168][bookmark: _Toc281240085][bookmark: _Toc281240327][bookmark: _Toc288125066]STUDY IMPLEMENTATION
[bookmark: _Toc250632169][bookmark: _Toc281240086][bookmark: _Toc281240328][bookmark: _Toc288125067]Study Design
Describe research study design. A schema is highly recommended for therapy protocols. 
For Phase 1 Studies, include the following sections:
[bookmark: _Toc281240087][bookmark: _Toc281240329][bookmark: _Toc288125068]Dose Limiting Toxicity
Define the dose limiting toxicities.
[bookmark: _Toc281240088][bookmark: _Toc281240330][bookmark: _Toc288125069]Dose Escalation
Describe how dose escalation will occur. Define criteria for dose escalation and maximum tolerated dose (MTD). Define which cycles will be used for determination of DLT. State the minimum length of time the last subject in a dose level must have been under therapy before the first subject can be enrolled on the next higher dose level and the minimum length of time between each patient within a dose level . 
For phase 1 multi-center trials in which the NCI is the coordinating center, include a communication plan to ensure determination of dose assignment and MTD and DLT determination.

Sample language for 3 x 3 design:
Dose escalation will proceed in cohorts of 3–6 patients. The MTD is the dose level at which no more than 1 of up to 6 patients experience DLT during insert cycles of treatment, and the dose below that at which at least 2 (of ≤6) patients have DLT as a result of the drug. If a patient did not experience DLT and did not finish treatment, he or she will not be evaluable for toxicity and will be replaced in the dose level (include X number of inevaluable patients in your total accrual numbers).

Sample dose escalation table.
	Dose Escalation Schedule

	Dose Level
	Dose of IND Agent * 

	Level 1
	

	Level 2
	

	Level 3
	

	Level 4
	

	Level 5
	

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













Dose escalation will follow the rules outlined in the Table below.

Sample table
	Number of Patients with DLT
at a Given Dose Level
	Escalation Decision Rule

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

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

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

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


[bookmark: _Toc250632170][bookmark: _Toc281240089][bookmark: _Toc281240331][bookmark: _Toc288125070]Drug Administration
Describe fully and clearly how all study drugs are prepared and administered, including special precautions.  Descriptions should be in chronological order, clearly divided by study arm, and phase (e.g., induction, maintenance) or dose level. It may be helpful to use bulleted format for clarity.

Pharmacists who write the order sets and nurses who administer the therapy must be able to clearly understand this section. For IND agents, only persons listed on the 1572 can order investigational agent. For CTEP protocols, only physicians registered with CTEP can order investigational agent.

Self Administered Study Drugs: Policy, procedures and forms are available on the CCR Intranet for internal monitoring for study drug compliance and accountability at the CCR Intranet site:
http://home.ccr.cancer.gov/intra/clin_ops/policies/.
This information should be included as part of the protocol plan.
[bookmark: _Toc250632171][bookmark: _Toc281240090][bookmark: _Toc281240332][bookmark: _Toc288125071]Dose Modifications
Describe fully the criteria for dose modifications and/or other modifications made in response to toxicity. It may be helpful to use bulleted or table format for clarity.
[bookmark: _Toc281240091][bookmark: _Toc281240333][bookmark: _Toc288125072]Questionnaires (if applicable)
Describe questionnaires or other psychological instruments that will be collected and estimate how long they will take to complete, and whether they address sensitive topics.  Address what will be done with the questionnaire once the data is abstracted (such as shred.) Copies should be attached as appendices. Please note that since most of these instruments are under copyright, permission to use or license agreement must be obtained first. 
N/A if not a component of this protocol plan.

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

Sample Calendar:
	Procedure
	Screening/
Baseline
	Cycle 1
	Subsequent Cycles
	Post Therapy Follow-up

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

	History and PE
	
	
	
	
	
	
	
	
	
	

	Vital signs
	
	
	
	
	
	
	
	
	
	

	Performance Score
	
	
	
	
	
	
	
	
	
	

	Labs (list specific labs)
	
	
	
	
	
	
	
	
	
	

	Biopsies
	
	
	
	
	
	
	
	
	
	

	Correlative Research Studies 
	
	
	
	
	
	
	
	
	
	

	PK/PD 
	
	
	
	
	
	
	
	
	
	

	Radiological Assessments (list specific studies)
	
	
	
	
	
	
	
	
	
	

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

	Response Evaluation1
	
	
	
	
	
	
	
	
	
	

	Adverse Events
	
	X
	
	
	
	
	
	
	
	

	Concomitant Medications
	
	X
	
	
	
	
	
	
	
	


Use footnotes as appropriate (e.g., 1 response assessment to be done every other cycle)
[bookmark: _Toc250632175][bookmark: _Toc281240094][bookmark: _Toc281240336][bookmark: _Toc288125074]Surgical Guidelines (if applicable)
If complex, describe details in an appendix.
N/A if not a component of this protocol plan.
[bookmark: _Toc250632176][bookmark: _Toc281240095][bookmark: _Toc281240337][bookmark: _Toc288125075]Radiation Therapy Guidelines (if Applicable)
If complex, describe details in an appendix.
N/A if not a component of this protocol plan.

[bookmark: _Toc281240096][bookmark: _Toc281240338][bookmark: _Toc288125076]Compensation (if Applicable)
Describe any financial compensation. If the participant withdraws early, describe how compensation will be modified.
[bookmark: _Toc250632177][bookmark: _Toc281240097][bookmark: _Toc281240339][bookmark: _Toc288125077]Criteria for Removal from Protocol Therapy and Off Study Criteria
[bookmark: _Toc281240098][bookmark: _Toc281240340][bookmark: _Toc288125078]Criteria for removal from protocol therapy
Please list in bulleted format, the criteria that takes the subject off active protocol therapy. When a subject is taken off protocol therapy, data is still collected to meet protocol objectives. Subjects who are off protocol therapy are to be followed until they meet the criteria for Off Study (see below).
Note: A subject may complete protocol therapy, but still be followed for other endpoints (e.g., overall survival). The calendar of events (Section 3.5) should include all activities and procedures that will be done during the follow-up period.
Sample criteria:
· Completion of protocol therapy including a 30 day safety visit.
· Progressive disease
· Participant requests to be withdrawn from active therapy
· Unacceptable Toxicity as defined in section XXXX
· Investigator discretion
[bookmark: _Toc250632179][bookmark: _Toc281240099][bookmark: _Toc281240341][bookmark: _Toc288125079]Off-Study Criteria
Please list in bulleted format, the criteria that takes the subject off study. This can include, but not limited to, criteria such as: completed 30-day follow-up period, subject withdrawal from follow-up period. Once a subject is taken off study, no further data can be collected. 

Note: for gene therapy/recombinant DNA studies, it may be helpful to have a long-term follow-up protocol that subjects will enroll on once off-study criteria are met, since study objectives will have been met. This is to allow for the current long-term regulatory follow-up that is needed for most of these studies.

Sample criteria:
· Completed study follow-up period
· Participant requests to be withdrawn from study
· Death

All subjects must be officially taken off study by contacting the CRO. The following template language is recommended:
Authorized staff must notify Central Registration Office (CRO) when a subject is taken off-study. An off-study form from the web site (http://intranet.cancer.gov/ccr/welcome.htm) main page must be completed and faxed to 301-480-0757.
[bookmark: _Toc281240101][bookmark: _Toc281240343]For option #1, sites directly registering with the CRO
All subjects must be registered through the NCI Central Registration Office (CRO). The CRO is open from 8:30am to 5:30pm EST Monday through Friday, excluding federal holidays.  An off-study form will be supplied by the Coordinating Center, NCI CCR. Fax the completed off-study form to the CRO at 301-480-0757. 

[bookmark: _Toc281240102][bookmark: _Toc281240344]For option #2, sites registering with the CRO via the Research Nurse
All subjects must be registered through the NCI Central Registration Office (CRO). The CRO is open from 8:30am to 5:30pm EST Monday through Friday, excluding federal holidays.  An off-study form will be supplied by the Coordinating Center, NCI CCR. Send the completed off-study form to the Coordinating Center’s Research Nurse; insert name, telephone number, and email.
[bookmark: _Toc288125080]CONCOMITANT MEDICATIONS/MEASURES
Please state guidelines for use of concomitant medications or any additional appropriate supportive care medications or treatments.  As appropriate, provide management guidelines for common disease and drug-related complications such as tumor lysis syndrome, development of organ dysfunction (e.g., renal dysfunction), infections/ fever and neutropenia, blood product support and cytokine support. Guidelines should be specific to the disease, intervention under study; not inclusive of all standard care elements. 
Please also include guidelines for specific medications or measures that are not allowed while on active treatment. For example, the potential for interaction with drug metabolizing enzyme systems (e.g. cytochrome P450) as well as any contraindicated therapies such as radiation therapy for bone metastasis during study participation should be addressed if applicable.
It may be helpful to use bulleted format or use sub-sections for clarity.


[bookmark: _Toc281240104][bookmark: _Toc281240346][bookmark: _Toc288125081]BIOSPECIMEN COLLECTION
[bookmark: _Toc281240105][bookmark: _Toc281240347][bookmark: _Toc288125082]Correlative Studies for Research/Pharmacokinetic Studies
Describe in detail each of the proposed scientific correlative studies- blood, serum, urine, tissue and imaging. Include:
· sampling time points (including samples required during follow-up period. For IV agents include if sampling time is during infusion and/or  from end of infusion (EOI))
· type of tubes and number of tubes
· any special collection procedures (e.g. after collection invert tube 6 times gently, after blood drawn the tube will be put on ice and processed within 15 minutes.)
· processing procedures (e.g. centrifuge temperature, speed, time, duration and number of aliquots)
· shipping information of site/lab performing the analysis  including specimen labeling information
· address whether cell lines will be created
· address whether specimens will be batched and performed retrospectively or performed in real time
Note: Pharmacokinetic Studies: Describe dose(s) to be monitored, sampling time points and sample handling procedures. Include type of specimen tubes, minimum blood volume, and person responsible for blood collection and transport.  Include pharmacokinetic worksheet in an appendix.
[bookmark: _Toc281240106][bookmark: _Toc281240348]Note the CC MEC policy on limits of blood drawn for purposes of research: 
[bookmark: _Toc281240107][bookmark: _Toc281240349]Adult Patients and Volunteers: Blood Drawing Limits for Research Purposes 

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

Pediatric Patients: Blood Drawing Limits for Research Purposes 
For pediatric patients, no more than 5 mL/kg may be drawn for research purposes in a single day, and no more than 9.5 mL/kg may be drawn over any eight-week period. 
[bookmark: _Toc250632185][bookmark: _Toc281240108][bookmark: _Toc281240350][bookmark: _Toc288125083]Sample Storage, Tracking and Disposition
· Describe how the samples will be stored and tracked, including temperature, refrigerator or freezer conditions and monitoring, etc.  The PI should clearly state how the samples will be labeled, including a statement of whether personal identifiers will or will not be used.  As a general guideline personal identifiers should not be used on stored research samples in order to protect subject privacy.  There may be exceptions to this general guideline, in which case the PI should clearly state why personal identifiers are necessary on the stored samples.
Sample tracking language: Samples will be ordered and tracked through the CRIS Screens.  Should a CRIS screen not be available, the NIH form 2803-1 will be completed and will accompany the specimen and be filed in the medical record.  Samples will not be sent outside NIH without IRB notification and an executed MTA. 

· Address how long will the samples be stored
· Describe if there are any future anticipated uses
· For protocols studying existing sample/data sets, note whether the samples were originally collected for research or clinical practice.  If obtained for research, include a description of the original purpose of the study and prior plans for sample storage. Was consent obtained that would be applicable to this study? (attach copy of original consent forms)
· Describe what will happen to the samples/specimens/data at the completion of the protocol. This protocol cannot be terminated until all samples have been transferred to another protocol or destroyed. For example: All specimens obtained in the protocol are used as defined in the protocol. Any specimens that are remaining at the completion of the protocol will be stored in the conditions described below. The study will remain open so long as sample or data analysis continues.  Samples from consenting subjects will be stored until they are no longer of scientific value or if a subject withdraws consent for their continued use, at which time they will be destroyed. The PI will report any loss or destruction of samples to the NCI IRB as soon as he is made aware of such loss.
· Explain what will happen with the samples and data if the patient withdraws consent. For example: if the patient withdraws consent the participants data will be excluded from future distributions, but data that have already been distributed for approved research use will not be able to be retrieved.
· Include a statement that the PI will report any loss or destruction of samples to the IRB. For example: The PI will report destroyed samples to the IRB if samples become unsalvageable because of environmental factors (ex. broken freezer or lack of dry ice in a shipping container) or if a patient withdraws consent. Samples will also be reported as lost if they are lost in transit between facilities or misplaced by a researcher.  Freezer problems, lost samples or other problems associated with samples will also be reported to the IRB, the NCI Clinical Director, and the office of the CCR, NCI.

[bookmark: _Toc281240109][bookmark: _Toc281240351][bookmark: _Toc288125084]Samples for Genetic/Genomic Analysis
[bookmark: _Toc288125085][bookmark: _Toc281240110][bookmark: _Toc281240352]Description of the scope of genetic/genomic analysis
· including epigenetics, GWAS studies, family/linkage studies (if applicable)(e.g.. whole genome sequencing or whole exome sequencing), 
· specify whether the analysis will consist of germline and/or somatic analysis, 
· specify what biospecimens will be used in this analysis (e.g. tumor or blood), 
[bookmark: _Toc281240111][bookmark: _Toc281240353][bookmark: _Toc288125086]Description of how privacy and confidentiality of medical information/biological specimens will be maximized
· Will participant identifiers be attached to data, or will samples/data be coded or unlinked? Even if PHI are removed, how likely is potential identification?
· Description of any clinical/demographic information that will be collected (age, ethnicity, sex, diagnosis, stage, treatment, response to treatment)
· How might this information make specific individuals or families identifiable?
· If research data will be coded, how will access to the “key” for the code be limited? Include a list of security measures (password –protected database, locked drawer, other). List positions of persons with access to the key
· Will pedigrees be published? Include a description of measures to minimize the changes of identifying specific families.
· Will any personally identifiable information be released to third parties?
· Under what circumstances will data/samples be shared with other researchers?
· Will the data be deposited in a genomic database (e.g. dbGaP)
· Describe any additional features to protect confidentiality (such as obtaining a certificate of confidentiality).
[bookmark: _Toc281240112][bookmark: _Toc281240354][bookmark: _Toc288125087]Management of Results
· Discuss what specific results will be given to participants or their health care providers. In general, the results offered should be scientifically valid, confirmed, and should have significant implications for the subject’s health and well-being. 
· Address whether the confirmation laboratory is CLIA certified, and provide the CLIA certification number.
· Discuss the possibility of incidental findings and how you plan to determine which incidental findings you will return to patients (for example, if you were to discover a BCRA mutation, would you inform the patient?). An incidental result is a “finding concerning and individual research participant that has potential health or reproductive importance and is discovered in the course of conducting research but is beyond the aims of the study” (Wolf, et. al, JLME, 2008)
· Discuss how long you will look for incidental findings.
· Consider consulting an interdisciplinary group of staff to determine what findings will be returned to patients.
· Describe what meets the threshold for clinical and analytical validity and clinical utility. 
· Plans to return other forms of data—such as significant non-health-related data—should be built into the study design.  
[bookmark: _Toc281240113][bookmark: _Toc281240355][bookmark: _Toc288125088]Genetic counseling
Describe who will do the genetic counseling, would counseling happen in person, and how it will be conducted. The process of identifying and disclosing research results should involve professionals with the appropriate expertise required to provide the participant with sufficient interpretive information.
 
[bookmark: _Toc281240114][bookmark: _Toc281240356][bookmark: _Toc288125089][bookmark: _Toc250632193]DATA COLLECTION AND EVALUATION 
[bookmark: _Toc281240115][bookmark: _Toc281240357][bookmark: _Toc288125090]Data Collection
Describe data collection procedures and either required forms or database to be used. Please identify if C3D, LabMatrix, or another data collection system will be used. All data will be kept secure. Personal identifiers will not be used when collecting and storing data. An enrollment log will be maintained in the regulatory binder/file which is the only location of personal identifiers with unique subject identification number.

If appropriate, consider exceptions for data collection/recording on case report forms. Some examples are:
· Using commercial product(s), may want to exclude collecting/recording or grade 1 or 2 adverse events
· If labs drawn outside the NIH or if multiple labs are drawn on the same day specify which values and which time points will be entered into the research database.
· If subject enters a long term follow-up period, may want to consider what data will be collected based on study objectives. Examples include:
·  what types of adverse events will be collected/ recorded
· will survival status only be collected/recorded and how, by phone, clinic visit
· will additional cancer therapy received be collected/recorded
If the coordinating site for a multi-center study: The PI will provide specific guidelines for quality assurance, data collection and format, and data receipt by the coordinating institution (recommend at least quarterly).  It is recommended that data collection forms/system be consistent for all institutions. 

[bookmark: _Toc281240116][bookmark: _Toc281240358][bookmark: _Toc288125091]Response Criteria
 Note that response criteria depend on the tumor type [e.g. - solid tumors (CR, PR, SD, progressive disease) and leukemias (M1, M2, M3, extramedullary sites)].For solid tumors, you may use the following language:
For the purposes of this study, patients should be re-evaluated for response every   [# of weeks]   weeks.  In addition to a baseline scan, confirmatory scans should also be obtained   [# of weeks] (not less than 4) weeks following initial documentation of objective response.
Response and progression will be evaluated in this study using the new international criteria proposed by the revised Response Evaluation Criteria in Solid Tumors (RECIST) guideline (version 1.1) [Eur J Ca 45:228-247, 2009].  Changes in the largest diameter (unidimensional measurement) of the tumor lesions and the shortest diameter in the case of malignant lymph nodes are used in the RECIST criteria.
[bookmark: _Toc288125092]Definitions
Evaluable for toxicity:  All patients will be evaluable for toxicity from the time of their first treatment with (insert Agent).
Evaluable for objective response: Only those patients who have measurable disease present at baseline, have received at least one cycle of therapy, and have had their disease re-evaluated will be considered evaluable for response.  These patients will have their response classified according to the definitions stated below.  (Note:  Patients who exhibit objective disease progression prior to the end of cycle 1 will also be considered evaluable.)
Evaluable Non-Target Disease Response:  Patients who have lesions present at baseline that are evaluable but do not meet the definitions of measurable disease, have received at least one cycle of therapy, and have had their disease re-evaluated will be considered evaluable for non-target disease.  The response assessment is based on the presence, absence, or unequivocal progression of the lesions. 

[bookmark: _Toc288125093]Disease Parameters

Measurable disease:  Measurable lesions are defined as those that can be accurately measured in at least one dimension (longest diameter to be recorded) as >20 mm by chest x-ray, as >10 mm with CT scan, or >10 mm with calipers by clinical exam.  All tumor measurements must be recorded in millimeters (or decimal fractions of centimeters).

Note:  Tumor lesions that are situated in a previously irradiated area might or might not be considered measurable.  If the investigator thinks it appropriate to include them, the conditions under which such lesions should be considered must be defined in the protocol.
Malignant lymph nodes.  To be considered pathologically enlarged and measurable, a lymph node must be >15 mm in short axis when assessed by CT scan (CT scan slice thickness recommended to be no greater than 5 mm).  At baseline and in follow-up, only the short axis will be measured and followed.
Non-measurable disease.  All other lesions (or sites of disease), including small lesions (longest diameter <10 mm or pathological lymph nodes with ≥10 to <15 mm short axis), are considered non-measurable disease.  Bone lesions, leptomeningeal disease, ascites, pleural/pericardial effusions, lymphangitis cutis/pulmonitis, inflammatory breast disease, and abdominal masses (not followed by CT or MRI), are considered as non-measurable.
Note:  Cystic lesions that meet the criteria for radiographically defined simple cysts should not be considered as malignant lesions (neither measurable nor non-measurable) since they are, by definition, simple cysts.
‘Cystic lesions’ thought to represent cystic metastases can be considered as measurable lesions, if they meet the definition of measurability described above. However, if non-cystic lesions are present in the same patient, these are preferred for selection as target lesions.
Target lesions.  All measurable lesions up to a maximum of 2 lesions per organ and 5 lesions in total, representative of all involved organs, should be identified as target lesions and recorded and measured at baseline.  Target lesions should be selected on the basis of their size (lesions with the longest diameter), be representative of all involved organs, but in addition should be those that lend themselves to reproducible repeated measurements.  It may be the case that, on occasion, the largest lesion does not lend itself to reproducible measurement in which circumstance the next largest lesion which can be measured reproducibly should be selected.  A sum of the diameters (longest for non-nodal lesions, short axis for nodal lesions) for all target lesions will be calculated and reported as the baseline sum diameters.  If lymph nodes are to be included in the sum, then only the short axis is added into the sum.  The baseline sum diameters will be used as reference to further characterize any objective tumor regression in the measurable dimension of the disease.

Non-target lesions.  All other lesions (or sites of disease) including any measurable lesions over and above the 5 target lesions should be identified as non-target lesions and should also be recorded at baseline.  Measurements of these lesions are not required, but the presence, absence, or in rare cases unequivocal progression of each should be noted throughout follow-up. 

[bookmark: _Toc288125094]Methods for Evaluation of Measurable Disease

All measurements should be taken and recorded in metric notation using a ruler or calipers.  All baseline evaluations should be performed as closely as possible to the beginning of treatment and never more than 4 weeks before the beginning of the treatment.
The same method of assessment and the same technique should be used to characterize each identified and reported lesion at baseline and during follow-up. Imaging-based evaluation is preferred to evaluation by clinical examination unless the lesion(s) being followed cannot be imaged but are assessable by clinical exam.

Clinical lesions:  Clinical lesions will only be considered measurable when they are superficial (e.g., skin nodules and palpable lymph nodes) and 10 mm diameter as assessed using calipers (e.g., skin nodules).  In the case of skin lesions, documentation by color photography, including a ruler to estimate the size of the lesion, is recommended. 
Chest x-ray:  Lesions on chest x-ray are acceptable as measurable lesions when they are clearly defined and surrounded by aerated lung.  However, CT is preferable. 
Conventional CT and MRI:  This guideline has defined measurability of lesions on CT scan based on the assumption that CT slice thickness is 5 mm or less.  If CT scans have slice thickness greater than 5 mm, the minimum size for a measurable lesion should be twice the slice thickness.  MRI is also acceptable in certain situations (e.g. for body scans).  
Use of MRI remains a complex issue.  MRI has excellent contrast, spatial, and temporal resolution; however, there are many image acquisition variables involved in MRI, which greatly impact image quality, lesion conspicuity, and measurement.  Furthermore, the availability of MRI is variable globally.  As with CT, if an MRI is performed, the technical specifications of the scanning sequences used should be optimized for the evaluation of the type and site of disease.  Furthermore, as with CT, the modality used at follow-up should be the same as was used at baseline and the lesions should be measured/assessed on the same pulse sequence.  It is beyond the scope of the RECIST guidelines to prescribe specific MRI pulse sequence parameters for all scanners, body parts, and diseases.  Ideally, the same type of scanner should be used and the image acquisition protocol should be followed as closely as possible to prior scans.  Body scans should be performed with breath-hold scanning techniques, if possible.
PET-CT:  At present, the low dose or attenuation correction CT portion of a combined PET-CT is not always of optimal diagnostic CT quality for use with RECIST measurements.  However, if the site can document that the CT performed as part of a PET-CT is of identical diagnostic quality to a diagnostic CT (with IV and oral contrast), then the CT portion of the PET-CT can be used for RECIST measurements and can be used interchangeably with conventional CT in accurately measuring cancer lesions over time.  Note, however, that the PET portion of the CT introduces additional data which may bias an investigator if it is not routinely or serially performed.  
Ultrasound:  Ultrasound is not useful in assessment of lesion size and should not be used as a method of measurement.  Ultrasound examinations cannot be reproduced in their entirety for independent review at a later date and, because they are operator dependent, it cannot be guaranteed that the same technique and measurements will be taken from one assessment to the next.  If new lesions are identified by ultrasound in the course of the study, confirmation by CT or MRI is advised.  If there is concern about radiation exposure at CT, MRI may be used instead of CT in selected instances.
Endoscopy, Laparoscopy:  The utilization of these techniques for objective tumor evaluation is not advised.  However, such techniques may be useful to confirm complete pathological response when biopsies are obtained or to determine relapse in trials where recurrence following complete response (CR) or surgical resection is an endpoint.
Tumor markers:  Tumor markers alone cannot be used to assess response.  If markers are initially above the upper normal limit, they must normalize for a patient to be considered in complete clinical response.  Specific guidelines for both CA-125 response (in recurrent ovarian cancer) and PSA response (in recurrent prostate cancer) have been published [JNCI 96:487-488, 2004; J Clin Oncol 17, 3461-3467, 1999; J Clin Oncol 26:1148-1159, 2008].  In addition, the Gynecologic Cancer Intergroup has developed CA-125 progression criteria which are to be integrated with objective tumor assessment for use in first-line trials in ovarian cancer [JNCI 92:1534-1535, 2000].

Cytology, Histology:  These techniques can be used to differentiate between partial responses (PR) and complete responses (CR) in rare cases (e.g., residual lesions in tumor types, such as germ cell tumors, where known residual benign tumors can remain).
The cytological confirmation of the neoplastic origin of any effusion that appears or worsens during treatment when the measurable tumor has met criteria for response or stable disease is mandatory to differentiate between response or stable disease (an effusion may be a side effect of the treatment) and progressive disease.

FDG-PET:  While FDG-PET response assessments need additional study, it is sometimes reasonable to incorporate the use of FDG-PET scanning to complement CT scanning in assessment of progression (particularly possible 'new' disease).  New lesions on the basis of FDG-PET imaging can be identified according to the following algorithm: 
a. Negative FDG-PET at baseline, with a positive FDG-PET at follow-up is a sign of PD based on a new lesion.
b. No FDG-PET at baseline and a positive FDG-PET at follow-up:  If the positive FDG-PET at follow-up corresponds to a new site of disease confirmed by CT, this is PD.  If the positive FDG-PET at follow-up is not confirmed as a new site of disease on CT, additional follow-up CT  scans are needed to determine if there is truly progression occurring at that site (if so, the date of PD will be the date of the initial abnormal FDG-PET scan).  If the positive FDG-PET at follow-up corresponds to a pre-existing site of disease on CT that is not progressing on the basis of the anatomic images, this is not PD.
c. FDG-PET may be used to upgrade a response to a CR in a manner similar to a biopsy in cases where a residual radiographic abnormality is thought to represent fibrosis or scarring.  The use of FDG-PET in this circumstance should be prospectively described in the protocol and supported by disease-specific medical literature for the indication.  However, it must be acknowledged that both approaches may lead to false positive CR due to limitations of FDG-PET and biopsy resolution/sensitivity.
 Note:  A ‘positive’ FDG-PET scan lesion means one which is FDG avid with an uptake greater than twice that of the surrounding tissue on the attenuation corrected image.

[bookmark: _Toc288125095]Response Criteria
Evaluation of Target Lesions
Complete Response (CR): Disappearance of all target lesions.  Any pathological lymph nodes (whether target or non-target) must have reduction in short axis to <10 mm.
Partial Response (PR): At least a 30% decrease in the sum of the diameters of target lesions, taking as reference the baseline sum diameters.
Progressive Disease (PD): At least a 20% increase in the sum of the diameters of target lesions, taking as reference the smallest sum on study (this includes the baseline sum if that is the smallest on study).  In addition to the relative increase of 20%, the sum must also demonstrate an absolute increase of at least 5 mm.  (Note:  the appearance of one or more new lesions is also considered progressions).
Stable Disease (SD):	Neither sufficient shrinkage to qualify for PR nor sufficient increase to qualify for PD, taking as reference the smallest sum diameters while on study.

Evaluation of Non-Target Lesions
Complete Response (CR): Disappearance of all non-target lesions and normalization of tumor marker level.  All lymph nodes must be non-pathological in size (<10 mm short axis).
Note:  If tumor markers are initially above the upper normal limit, they must normalize for a patient to be considered in complete clinical response.

Non-CR/Non-PD: Persistence of one or more non-target lesion(s) and/or maintenance of tumor marker level above the normal limits.
Progressive Disease (PD): Appearance of one or more new lesions and/or unequivocal progression of existing non-target lesions.  Unequivocal progression should not normally trump target lesion status.  It must be representative of overall disease status change, not a single lesion increase.    
Although a clear progression of “non-target” lesions only is exceptional, the opinion of the treating physician should prevail in such circumstances, and the progression status should be confirmed at a later time by the review panel (or Principal Investigator).

Evaluation of Best Overall Response

The best overall response is the best response recorded from the start of the treatment until disease progression/recurrence (taking as reference for progressive disease the smallest measurements recorded since the treatment started).  The patient's best response assignment will depend on the achievement of both measurement and confirmation criteria.

For Patients with Measurable Disease (i.e., Target Disease)
	Target Lesions
	Non-Target Lesions
	New Lesions
	Overall Response
	Best Overall Response when Confirmation is Required*

	CR
	CR
	No
	CR
	>4 wks. Confirmation**

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

	CR
	Not evaluated
	No
	PR
	

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

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

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

	Any
	PD***
	Yes or No
	PD
	

	Any
	Any
	Yes
	PD
	

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



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

	CR
	No
	CR

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

	Not all evaluated
	No
	not evaluated

	Unequivocal PD
	Yes or No
	PD

	Any
	Yes
	PD

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





[bookmark: _Toc288125096]Duration of Response
Duration of overall response:  The duration of overall response is measured from the time measurement criteria are met for CR or PR (whichever is first recorded) until the first date that recurrent or progressive disease is objectively documented (taking as reference for progressive disease the smallest measurements recorded since the treatment started).
The duration of overall CR is measured from the time measurement criteria are first met for CR until the first date that progressive disease is objectively documented.	
Duration of stable disease:  Stable disease is measured from the start of the treatment until the criteria for progression are met, taking as reference the smallest measurements recorded since the treatment started, including the baseline measurements. 
[bookmark: _Toc288125097]Progression-Free Survival

Include this section if time to progression or progression-free survival (PFS) is to be used.  PFS is defined as the duration of time from start of treatment to time of progression or death, whichever occurs first.

[bookmark: _Toc288125098]Response Review
For trials where the response rate is the primary endpoint, it is strongly recommended that all responses be reviewed by an expert(s) independent of the study at the study’s completion.  Simultaneous review of the patients’ files and radiological images is the best approach. 



For HIV patients, describe parameters to be evaluated and define response based on changes in these parameters. Describe the required minimum duration of response (e.g., complete disappearance of disease for at least 4 weeks).

For other cancers, international standards are encouraged to be used (i.e., Non-Hodgkin Lymphoma and Hodgkin Lymphoma,  Acute Myeloid Leukemia, Adult T-Cell Leukemia-Lymphoma, Chronic Lymphocytic Leukemia, Multiple Myeloma).
Please reference the criteria that you are using for response evaluation.
[bookmark: _Toc281240117][bookmark: _Toc281240359][bookmark: _Toc288125099]Toxicity Criteria
The following adverse event management guidelines are intended to ensure the safety of each patient while on the study.  The descriptions and grading scales found in the revised NCI Common Terminology Criteria for Adverse Events (CTCAE) version 4.0 will be utilized for AE reporting.  All appropriate treatment areas should have access to a copy of the CTCAE version 4.0.  A copy of the CTCAE version 4.0 can be downloaded from the CTEP web site (http://ctep.cancer.gov/protocolDevelopment/electronic_applications/ctc.htm#ctc_40). 
[bookmark: _Toc281240118][bookmark: _Toc281240360][bookmark: _Toc288125100]SAFETY REPORTING REQUIREMENTS/DATA AND SAFETY MONITORING PLAN
[bookmark: _Toc250632194][bookmark: _Toc281240119][bookmark: _Toc281240361][bookmark: _Toc288125101]Definitions
[bookmark: _Toc250632195][bookmark: _Toc281240120][bookmark: _Toc281240362][bookmark: _Toc288125102]Adverse Event
An adverse event is defined as any reaction, side effect, or untoward event that occurs during the course of the clinical trial associated with the use of a drug in humans, whether or not the event is considered related to the treatment or clinically significant. For this study, AEs will include events reported by the patient, as well as clinically significant abnormal findings on physical examination or laboratory evaluation. A new illness, symptom, sign or clinically significant laboratory abnormality or worsening of a pre-existing condition or abnormality is considered an AE.  All AEs must be recorded on the AE case report form unless otherwise noted above in Section 6.1.
All AEs, including clinically significant abnormal findings on laboratory evaluations, regardless of severity, will be followed until satisfactory resolution. AEs should be reported up to 30 days following the last dose of study drug.  AEs that are considered treatment related, expected, continuing, but not resolvable by 30 days after treatment completion (e.g., alopecia) will not be followed after the 30-day period. 
The following OPTIONAL language may be used if appropriate:
An abnormal laboratory value will be considered an AE if the laboratory abnormality is characterized by any of the following:
· Results in discontinuation from the study
· Is associated with clinical signs or symptoms 
· Requires treatment or any other therapeutic intervention
· Is associated with death or another serious adverse event, including hospitalization. 
· Is judged by the Investigator to be of significant clinical impact
· If any abnormal laboratory result is considered clinically significant, the investigator will provide details about the action taken with respect to the test drug and about the patient’s outcome.
[bookmark: _Toc288125103]Suspected adverse reaction
Suspected adverse reaction means any adverse event for which there is a reasonable possibility that the drug caused the adverse event. For the purposes of IND safety reporting, ‘reasonable possibility’ means there is evidence to suggest a causal relationship between the drug and the adverse event. A suspected adverse reaction implies a lesser degree of certainty about causality than adverse reaction, which means any adverse event caused by a drug.
[bookmark: _Toc288125104]Unexpected adverse reaction
An adverse event or suspected adverse reaction is considered “unexpected” if it is not listed in the investigator brochure or is not listed at the specificity or severity that has been observed; or, if an investigator brochure is not required or available, is not consistent with the risk information described in the general investigational plan or elsewhere in the current application. "Unexpected”, also refers to adverse events or suspected adverse reactions that are mentioned in the investigator brochure as occurring with a class of drugs or as anticipated from the pharmacological properties of the drug, but are not specifically mentioned as occurring with the particular drug under investigation.
[bookmark: _Toc288125105][bookmark: _Toc250632196][bookmark: _Toc281240121][bookmark: _Toc281240363]Serious 
An adverse event or suspected adverse reaction is considered serious if in the view of the investigator or the sponsor, it results in any of the following:
· Death,
· A life-threatening adverse drug experience
· Inpatient hospitalization or prolongation of existing hospitalization
· Persistent or significant incapacity or substantial disruption of the ability to conduct normal life functions
· A congenital anomaly/birth defect.
· Important medical events that may not result in death, be life-threatening, or require hospitalization may be considered a serious adverse drug experience when, based upon appropriate medical judgment, they may jeopardize the patient or subject and may require medical or surgical intervention to prevent one of the outcomes listed in this definition.
[bookmark: _Toc288125106]Disability
 A substantial disruption of a person’s ability to conduct normal life functions.
[bookmark: _Toc288125107]Life-threatening adverse drug experience
Any adverse event or suspected adverse reaction that places the patient or subject, in the view of the investigator or sponsor, at immediate risk of death from the reaction as it occurred, i.e., it does not include a reaction that had it occurred in a more severe form, might have caused death.
[bookmark: _Toc288125108]Protocol Deviation (NIH Definition)
Any change, divergence, or departure from the IRB approved study procedures in a research protocol that does not have a major impact on the subject’s rights, safety or well-being, or the completeness, accuracy and reliability of the study data.
[bookmark: _Toc288125109]Protocol Violation (NIH Definition)
Any change, divergence, or departure from the IRB-approved study procedures in a research protocol that does have a major impact on the subject’s rights, safety, or well-being and/or the completeness, accuracy and reliability of the study data. 

[bookmark: _Toc288125110]Unanticipated Problem
Any incident, experience, or outcome that:
·  Is unexpected in terms of nature, severity, or frequency in relation to 
(a) the research risks that are described in the IRB-approved research protocol and informed consent document; Investigator’s Brochure or other study documents, and
(b) the characteristics of the subject population being studied; AND
· Is related or possibly related to participation in the research; AND
· Places subjects or others at a greater risk of harm (including physical, psychological, economic, or social harm) than was previously known or recognized.


[bookmark: _Toc250632198][bookmark: _Toc281240123][bookmark: _Toc281240365][bookmark: _Toc288125111]NCI-IRB Reporting
[bookmark: _Toc250632199][bookmark: _Toc281240124][bookmark: _Toc281240366][bookmark: _Toc288125112]NCI-IRB Expedited Reporting of Adverse Events, Unanticipated Problems, and Deaths
The NCI-IRB requires that the following language be used for reporting Expedited Adverse Events to the NCI-IRB:
The Protocol PI will report to the NCI-IRB:
· All unexpected serious adverse events that are possibly, probably, or definitely related to the research 
· All deaths, except deaths due to progressive disease 
· All Protocol Violations or Deviations
· All Unanticipated Problems
Reports must be received by the NCI-IRB within 7 working days of PI awareness via iRIS.
[bookmark: _Toc250632200][bookmark: _Toc281240125][bookmark: _Toc281240367][bookmark: _Toc288125113]NCI-IRB Requirements for PI Reporting of Adverse Events at Continuing Review
For reporting of adverse events at time of continuing review, the NCI-IRB requires a summary report of adverse events that have occurred on the protocol since the previous continuing review and in aggregate. The method of presentation should provide the NCI-IRB with the information necessary to clearly identify risks to participants and to make a risk:benefit determination. The summary report is based on the following guidance: any unexpected severity and/or unexpected frequency of expected events needs to be reported and interpreted in relation to the risk:benefit of study participants in the narrative.
The following table is recommended for use of reporting:
	CTCAE Term
	Grade
	# of Events since last CR
	Total # of Events
	Attribution to Research
	Serious?
	Unexpected?

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	



The protocol PI will report to the NCI-IRB: 
1. All Grade 2 unexpected events that are possibly, probably or definitely related to the research; 
2. All Grade 3 and 4 events that are possibly, probably or definitely related to the research; 
3. All Grade 5 events regardless of attribution; 
4. All Serious Events regardless of attribution. 
NOTE: Grade 1 events are not required to be reported. 
[bookmark: _Toc250632201][bookmark: _Toc281240126][bookmark: _Toc281240368][bookmark: _Toc288125114]NCI-IRB Reporting of IND Safety Reports
Only IND Safety Reports that require a sponsor recommended change to the protocol or the consent form or in the opinion of the PI increases risks to study participants will need to be reported to the NCI IRB.
This is based on the January 15, 2007 OHRP Guidance “Guidance for Reviewing and Reporting Unanticipated Problems Involving Risks to Subjects or Others and Adverse Events” under Section B. Reporting of external adverse events by investigators to IRBs: http://www.hhs.gov/ohrp/policy/AdvEvntGuid.htm
[bookmark: _Toc281240127][bookmark: _Toc281240369][bookmark: _Toc288125115]NCI Guidance for Reporting Expedited Adverse Events for Multi-Center Trials
The reporting requirements for adverse events in multi-center trials when the NCI PI is responsible for the research and the coordination of the other research sites is the same as with any NCI intramural research protocol. The site PI must immediately report to the coordinating center PI any serious adverse event, whether or not considered drug related, including those listed in the protocol or investigator brochure and must include an assessment of whether there is a reasonable possibility that the drug caused the event within 48 hours of PI awareness of the event.  The Site PI must also report any protocol deviations or violations to the coordinating center PI within 7 days of PI awareness. Participating centers must also submit the report to their IRB in accordance with their institutional policies. 
If the NCI is a participating site, rather than the responsible site, then the adverse event report should be submitted per protocol or as IND Safety Reports if generated from the sponsor.
There is a participating site adverse event form available on the CCR intranet. This may be incorporated as an appendix. 
http://home.ccr.cancer.gov/intra/clin_ops/IRB/Forms_Templates/Expedited%20Adverse%20Event_FILLABLE_Final_Update.pdf 
There is a participating site deviation/violation form available on the CCR intranet. This may be incorporated as an appendix. 
http://home.ccr.cancer.gov/intra/clin_ops/IRB/forms.asp

[bookmark: _Toc281240128][bookmark: _Toc281240370][bookmark: _Toc288125116][bookmark: _Toc250632202]IND Sponsor Reporting Criteria 

CTEP Sponsored Studies: Insert sponsor reporting requirements. For CTEP-sponsored studies, refer to CTEP website: http://ctep.cancer.gov/guidelines/templates.html.

For industry sponsored studies where our Investigator is writing the study, include sponsor reporting requirements here.
An investigator must immediately report to the sponsor any serious adverse event, whether or not considered drug related, including those listed in the protocol or investigator brochure and must include an assessment of whether there is a reasonable possibility that the drug caused the event. 

Study endpoints that are serious adverse events (e.g. all-cause mortality) must be reported in accordance with the protocol unless there is evidence suggesting a causal relationship between the drug and the event (e.g. death from anaphylaxis).  In that case, the investigator must immediately report the death to the sponsor.

[bookmark: _Toc281240129][bookmark: _Toc281240371][bookmark: _Toc288125117]FDA Reporting Criteria
For Investigator-Sponsor Studies: This section is to be used for all protocols where a CCR investigator is the IND-holder otherwise note section as N/A and reason (e.g., no INDs used on this study, sponsor will report directly to the FDA).

[bookmark: _Toc281240131][bookmark: _Toc281240373][bookmark: _Toc288125118]IND Safety Reports to the FDA (Refer to 21 CFR 312.32)
Expedited reporting to the FDA
The Sponsor will notify FDA  via phone, fax, or email of any unexpected fatal or life-threatening suspected adverse reactions as soon as possible but no later than 7 calendar days of initial receipt of the information. This will be followed with a written report within 15 days using the MedWatch Form 3500a. 
The study Sponsor will notify FDA in writing of any suspected adverse reaction that is both serious and unexpected as soon as possible but no later than 15 calendar days after initial receipt of the information using the MedWatch Form 3500a. If FDA requests any additional data or information, the sponsor must submit it to the FDA as soon as possible, but no later than 15 calendars days after receiving the request. 
The study Sponsor will also report expeditiously as above:
· any findings from clinical, epidemiological, or pooled analysis of multiple studies or any findings from animal or in vitro testing that suggest a significant risk in humans exposed to the drug
· clinically important increase in the rate of a serious suspected adverse reaction over that listed in the protocol or investigator brochure. 

Exclusions to expedited reporting to the FDA
{This should include events that are anticipated to occur in the study population independent of drug exposure; e.g., pain due to disease, thrombus due to vascular access devices, events associated with indwelling stents placed for disease management and not part of the protocol, events associated with anesthesia that resolve as anticipated, etc.}
The following events will not be reported in an expedited manner but will be included in the annual report: 
[bookmark: _Toc281240132][bookmark: _Toc281240374][bookmark: _Toc288125119]FDA Annual Reports (Refer to 21 CFR 312.33)
The study Sponsor will submit a brief report annually of the progress of the trial within 60 days of the anniversary date that the IND went into effect as indicated in 21CFR 312.33, and any associated FDA correspondences regarding the IND annual report. 

[bookmark: _Toc281240133][bookmark: _Toc281240375][bookmark: _Toc288125120]Expedited Adverse Event Reporting Criteria to the IND Manufacturer
If applicable, insert the expedited AE reporting requirements to the manufacturer by the Investigator-Sponsor. This section may be necessary when a letter of cross-reference for an IND  or DMF has been provided to a CCR Investigator-sponsor or if the drug is being given to the CCR by the manufacturer. 
[bookmark: _Toc281240134][bookmark: _Toc281240376][bookmark: _Toc288125121]NIH Office of Biotechnology Activities (OBA)/Institutional Biosafety Committee (IBC) Reporting Criteria
Office of Biotechnology Activities: Insert language if protocol involves a Gene Transfer product or otherwise note section as N/A.
[bookmark: _Toc288125122]Serious Adverse Event Reports to OBA/IBC
The Principal Investigator will notify OBA/IBC via email of any unexpected fatal or life-threatening experience associated with the use of  (insert name of the gene transfer product) as soon as possible but in no event later than 7 calendar days of initial receipt of the information.  Serious adverse  events that are unexpected and associated with the use of the (gene transfer product), but are not fatal or life-threatening, much be reported to NIH OBA/IBC as soon as possible, but not later than 15 calendar days after the sponsor’s initial receipt of the information.  Adverse events may be reported by using the Adverse Event Reporting template available on the NIH OBA website at:  http://oba.od.nih.gov/oba/rac/Adverse_Event_Template.pdf or by using the FDA Form 3500a.
[bookmark: _Toc288125123]Annual Reports to OBA/IBC
The study Principal Investigator will submit a brief report annually of the progress of the trial within 60 days of the anniversary date that the IND went into effect unless the IND sponsor has been authorized to submit this report. 
Within 60 days after the one-year anniversary of the date on which the investigational new drug (IND) application went into effect, and after each subsequent anniversary until the trial is completed, the Principal Investigator (or delegate) shall submit the information described below.  Alternatively, the FDA annual report can be sent to OBA/IBC in lieu of a separate report.  Please include the OBA/IBC protocol number on the annual report, and the updated clinical protocol.
When multiple studies are conducted under the single IND, the Principal Investigator (or delegate) may choose to submit a single annual report covering all studies, provided that each study is identified by its OBA protocol number. 
Clinical Trial Information 
A brief summary of the status of each trial in progress and each trial completed during the previous year. The summary is required to include the following information for each trial: 
· the title and purpose of the trial 
· clinical site
· the Principal Investigator
· clinical protocol identifiers, including the NIH OBA protocol number, NIH grant number(s) (if applicable), and the FDA IND application number; 
· participant population (such as disease indication and general age group, e.g., adult or pediatric); 
· the total number of participants planned for inclusion in the trial; the number entered into the trial to date whose participation in the trial was completed; and the number who dropped out of the trial with a brief description of the reasons 
· the status of the trial, e.g., open to accrual of subjects, closed but data collection ongoing, or fully completed, 
· if the trial has been completed, a brief description of any study results. 
Progress Report and Data Analysis 
Information obtained during the previous year's clinical and non-clinical investigations, including: 
· a narrative or tabular summary showing the most frequent and most serious adverse experiences by body system
· a summary of all serious adverse events submitted during the past year
· a summary of serious adverse events that were expected or considered to have causes not associated with the use of the gene transfer product such as disease progression or concurrent medications
· if any deaths have occurred, the number of participants who died during participation in the investigation and causes of death
· a brief description of any information obtained that is pertinent to an understanding of the gene transfer product’s actions, including, for example, information about dose-response, information from controlled trials, and information about bioavailability. 
A copy of the updated clinical protocol including a technical and non-technical abstract. 

[bookmark: _Toc250632203][bookmark: _Toc281240135][bookmark: _Toc281240377][bookmark: _Toc288125124]Data and Safety Monitoring Plan
All clinical research requires monitoring to ensure the quality data and human subjects protection (HSP). This is often accomplished by developing data and safety monitoring (DSM) plans or programs. There are several types of DSM plans/programs that are necessary in clinical research. The following plans will be used for this study.   

[bookmark: _Toc281240136][bookmark: _Toc281240378][bookmark: _Toc288125125]Principal Investigator/Research Team 
All protocols should include a DSM plan which describes how the investigator plans to oversee research subject safety and ensure data integrity. The PI and his/her research staff are part of the monitoring plan but may not be the only ones conducting monitoring activities for any given protocol.
The clinical research team will meet on a regular basis {insert frequency} when patients are being actively treated on the trial to discuss each patient. Decisions about dose level enrollment and dose escalation if applicable will be made based on the toxicity data from prior patients. 
All data will be collected in a timely manner and reviewed by the principal investigator or a lead associate investigator. Adverse events will be reported as required above. Any safety concerns, new information that might affect either the ethical and or scientific conduct of the trial, or protocol deviations and violations will be immediately reported to the IRB using iRIS and if applicable to the Sponsor. 
The principal investigator will review adverse event and response data on each patient to ensure safety and data accuracy. The principal investigator will personally conduct or supervise the investigation and provide appropriate delegation of responsibilities to other members of the research staff. 

[bookmark: _Toc281240137][bookmark: _Toc281240379][bookmark: _Toc288125126]Sponsor Monitoring Plan
Sponsor monitoring plan would only be needed if the study involved an IND/IDE. Per the regulations, the FDA requires all sponsors of FDA-regulated research to have a monitoring plan in place to assess the progress of the clinical investigation. This includes both Industry-sponsored research and NIH-sponsored research where an NIH Investigator or IC is the sponsor. 
The following language is to be used for Investigator-held IND studies.
This trial will be monitored by personnel employed by Harris Technical Services on contract to the NCI, NIH. Monitors are qualified by training and experience to monitor the progress of clinical trials. Personnel monitoring this study will not be affiliated in any way with the trial conduct.
At least 25% of enrolled patients will be randomly selected and monitored at least biannually or as needed, based on accrual rate. The patients selected will have 100% source document verification done. Additional monitoring activities will include: adherence to protocol specified study eligibility, treatment plans, data collection for safety and efficacy, reporting and time frames of adverse events to the NCI IRB and FDA, and informed consent requirements. Written reports will be generated in response to the monitoring activities and submitted to the Principal investigator and Clinical Director or Deputy Clinical Director, CCR, NCI.
NOTE:  Please contact Caryn Steakley at steaklec@mail.nih.gov if your protocol requires a sponsor monitoring plan (i.e., a NCI investigator holds the IND or IDE).

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

Timing of protocol review by the SMC:
Protocols referred to the SMC will be reviewed initially as soon as possible after their annual NCI-IRB continuing review date.   Subsequently, each protocol will be reviewed as close to annually as the quarterly meeting schedule permits or more frequently as may be required by the SMC. 
For initial and subsequent reviews, protocols will not be reviewed if there is no accrual within the review period.
This protocol will require oversight from the Safety Monitoring Committee (SMC).  Initial review will occur as soon as possible after the annual NCI-IRB continuing review date.   Subsequently, each protocol will be reviewed as close to annually as the quarterly meeting schedule permits or more frequently as may be required by the SMC.   For initial and subsequent reviews, protocols will not be reviewed if there is no accrual within the review period. Written outcome letters will be generated in response to the monitoring activities and submitted to the Principal investigator and Clinical Director or Deputy Clinical Director, CCR, NCI.
NOTE:  Please contact Susan McMullen at mcmulles@mail.nih.gov or 301-402-5931 if your protocol requires SMC review or if you have any questions about the above criteria.
[bookmark: _Toc281240139][bookmark: _Toc281240381][bookmark: _Toc288125128]Data Safety Monitoring Board (DSMB)
A DSMB is an impartial group established to oversee a clinical trial and review the results to determine if they are acceptable.  Members of a DSMB must be multidisciplinary and include members with relevant clinical and statistical expertise.  The DSMB should meet at least annually or more often depending on the activity and nature of the clinical trial being monitored.  
Protocols that WILL REQUIRE a DSMB include:
· Protocols that generate blinded, randomized data; 
· Any phase III single institution trial (NCI only) presenting more than minimal risk; 
· Phase III multi-institutional protocols coordinated by the CCR presenting more than minimal risk without an outside DSMB. 
Protocols that MAY REQUIRE a DSMB include:
· Protocols that the NCI IRB believes require special scrutiny because of high public interest, public perception of risk, or the inclusion of vulnerable populations. 
This protocol requires monitoring by the NCI CCR Data Safety Monitoring Board (DSMB) as described above in Section X.X. [insert appropriate statistical considerations section/subsection number here]. Interim outcome results will not be revealed to the investigators of the trial; results will be presented to the investigators prior to final accrual to the trial only if the DSMB recommends early termination of the trial. (NOTE: the study statistician is responsible for providing the description of how the monitoring will take place, including endpoints to be monitored and the frequency or timing of monitoring.)
[bookmark: _Toc250632186][bookmark: _Toc281240140][bookmark: _Toc281240382][bookmark: _Toc288125129]STATISTICAL SECTION  
Consultation with the Biostatistics and Data Management Section is required for all investigator initiated protocols- Drs. Seth Steinberg and David Venzon (496-9502).
· Include a statement on racial/ethnic and gender make-up of the study population.  
· Provide a justification for excluding any group (e.g., age, gender or race).
· Restate objectives and define study endpoints being measured and clearly delineate how they will be statistically analyzed.
· Clearly delineate how the sample size (accrual limit) was determined.  
For phase I studies, cohorts of 3 patients are used for each dose level.  The dose level on which 2 patients experience unacceptable toxicity is usually considered the DLT.  The next lower dose level on which no more than 1/6 patients experience unacceptable toxicity is usually considered the MTD.
For phase II studies, 30 patients are usually employed to define response.  An early stopping rule may be used to terminate the study if the agent under study is clearly inactive (e.g., 0 of 9 or 0 of 14 objective responses).
For phase III comparative trials, the number of patients per arm is derived from the expected response rates or other outcome measures, the difference to be detected, and the power to detect the difference.  Background data supporting the predicted response rates and expected difference should be included.  Identify the desired -difference to be detected, level of significance (), power of the study (1- ) and sample size.


[bookmark: _Toc281240141][bookmark: _Toc281240383][bookmark: _Toc288125130]COLLABORATIVE AGREEMENTS (if applicable)
[bookmark: _Toc281240142][bookmark: _Toc281240384][bookmark: _Toc288125131]Agreement Type
If the investigational study agent is provided by another party under a Collaborative Agreement [Cooperative Research and Development Agreement (CRADA) or Clinical Trials Agreement (CTA)], with the Pharmaceutical Company or other Institution, or if a Confidential Disclosure Agreement (CDA) is associated with the protocol, this section must be included in the protocol.  If samples are being received or sent to another institution as a part of this protocol using a Material Transfer Agreement (MTA), the nature of that collaboration, including what specimens are sent to what institution specifically, should be included. Information on the investigational study agent’s Agreement status should be described in this section.  If no Collaborative Agreement applies to the investigational study agent, this section should be marked “N/A”. 
[bookmark: _Toc281240143][bookmark: _Toc281240385][bookmark: _Toc288125132]Multi-Institutional Guidelines
As the Coordinating Center for a trial, it is the PI’s responsibility to ascertain that no patients are entered on the trial at a participating institution without full IRB approval.   Thus, the NCI IRB must approve the addition of each participating institution to the protocol and will require a copy of the local IRB approval from each participating institution before NCI IRB approval will be granted.
[bookmark: _Toc281240144][bookmark: _Toc281240386][bookmark: _Toc288125133]IRB Approvals 
The PI will provide the NCI IRB and Central Registration Office with a copy of the participating institution’s approved yearly continuing review.  Registration will be halted at any participating institution in which a current continuing approval is not on file at the NCI IRB.
[bookmark: _Toc281240145][bookmark: _Toc281240387][bookmark: _Toc288125134]Amendments and Consents
The CCR PI will provide the NCI IRB with copies of all amendments, consents and approvals from each participating institution.
[bookmark: _Toc250632187][bookmark: _Toc281240146][bookmark: _Toc281240388][bookmark: _Toc288125135]HUMAN SUBJECTS PROTECTIONS 
[bookmark: _Toc250632188][bookmark: _Toc281240147][bookmark: _Toc281240389][bookmark: _Toc288125136]Rationale For Subject Selection
The protocol must include (a) a rationale for research subject selection based on a review of gender/ethnic/race categories at risk for the disease/condition being studied; (b) strategies/procedures for recruitment (including advertising, if applicable); and (c) justification for exclusions, if any.  If the protocol involves subject enrollment at multiple sites, describe plans for ensuring appropriate IRB review and approval at each site.  Explain the rationale for the involvement of special classes of subjects, if any, such as fetuses, pregnant women, children, cognitively impaired individuals, prisoners or other institutionalized individuals, or others who are likely to be vulnerable.  Reference the appropriate Clinical Center Medical Administrative Series or Federal Regulations Subparts as necessary when discussing the research involvement of these subjects.  Discuss what, if any, procedures or practices will be used in the protocol to minimize their susceptibility to undue influences and unnecessary risks (physical, psychological, etc.) as research subjects.
[bookmark: _Toc250632189][bookmark: _Toc281240148][bookmark: _Toc281240390][bookmark: _Toc288125137]Participation of Children
This section should provide either a description of the plans to include children and a rationale for selecting or excluding a specific age range of child, or an explanation of the reason(s) for excluding children as participants in the research.  When children are included, the plan must also include a description of the expertise of the investigative team for dealing with children at the ages included, of the appropriateness of the available facilities to accommodate the children, and the inclusion of a sufficient number of children to contribute to a meaningful analysis relative to the purpose of the study
[bookmark: _Toc250632190][bookmark: _Toc281240149][bookmark: _Toc281240391][bookmark: _Toc288125138]Evaluation of Benefits and Risks/Discomforts
Describe the potential benefits to subjects or to others that may reasonably be expected from the research.    Describe any potential risks (physical, psychological (misunderstanding, anxiety, self-esteem, depression), social, risks to family relationships (related to determination of genetic/disease status, parentage, adoption) legal or other) and assess their likelihood and seriousness.  Where appropriate, describe alternative treatment and procedures that might be advantageous to the subjects.  Describe the procedures for protecting against or minimizing any potential risks, such as violations of confidentiality, and assess their likely effectiveness.  Where appropriate, discuss provisions for ensuring necessary medical or professional intervention in the event of adverse effects to the subjects.  Also, where appropriate, describe the provisions for monitoring the data collected to ensure the safety of subjects (data safety and monitoring board).
[bookmark: _Toc250632191][bookmark: _Toc281240150][bookmark: _Toc281240392][bookmark: _Toc288125139]Risks/Benefits Analysis
Discuss why the risks to subjects are reasonable in relation to the anticipated benefits in relation to the importance of the knowledge that may reasonably be expected to results.
Minimal risk means that the probability and magnitude of harm or discomfort anticipated in the research are not greater in and of themselves than those ordinarily encountered in daily life or during the performance of routine physical or psychological examinations or tests.

· For pediatric patients, the Principal Investigator must carefully consider the risk and benefit of the treatment.  A study that poses greater than minimal risk without prospect for direct benefit cannot be approved by the IRB, and must be reviewed by a special panel appointed by the Secretary of HHS.  If applicable, state that subjects under 18 years will participate in the study. Describe and classify the risks to pediatric subjects (minimal risk, greater than minimal risk). Describe the benefits (therapeutic intent?). State whether the study meets federal guidelines as an approvable category of research in children (e.g., "Therefore, this protocol involves greater than minimal risk to children, but presents the prospect of direct benefit to individual subjects.").  
· For cognitively or physically impaired patients, provide justification for inclusion of such patients in the study, how informed consent will be obtained, and information on supportive services.  If cognitive impairment is caused by the disease (e.g., brain tumors or HIV infection), or is a side effect of the therapy (e.g., high-dose IL-2), a durable power of attorney (DPA) is required.
· For adults who are or may be unable to consent: All research protocols should state whether adults who are unable to provide initial informed consent are excluded or are eligible to enroll, and the conditions, if any, under which adults who lose the ability to provide on-going consent subsequent to giving initial consent, may continue to participate. Investigators should encourage adults who are at risk for losing the ability to consent to complete a research advance directive.  If adults who are unable to consent are eligible for enrollment and/or continued participation, the protocol will describe:
·  The justification for their inclusion
· How adults’ ability to provide initial and on-going consent will be assessed; 
· That the permission of an appropriate surrogate will be obtained per the CC M87-4 policy; 
·  The risks of the research and likelihood of benefit (if any) for adults unable to consent;
· The procedures for obtaining assent, and the procedures for respecting dissent; 
· Any additional safeguards that will be used (e.g., consent monitoring).  Certificates of Confidentiality are an important tool to protect the privacy of research study participants.  The NIH encourages their appropriate use and has made information on their applicability and use available to investigators at the Certificates of Confidentiality Kiosk (http://grants.nih.gov/grants/policy/COC/index.htm). They are issued by the NIH to protect identifiable research information from forced disclosure. If you will obtain a certificate for this protocol, it should be indicated here in the protocol and in the consent as well. 

[bookmark: _Toc250632192][bookmark: _Toc281240151][bookmark: _Toc281240393][bookmark: _Toc288125140]Consent and Assent Process and Documentation
Describe the consent procedures to be followed, including the circumstances in which consent will be sought and obtained, who will seek it, the nature of the information to be provided to prospective subjects, and the method of documenting consent.  Discuss the setting where consent will be obtained (location of in-person discussion, phone, mail). Discuss and special circumstances regarding obtaining consent, such as waived consent, opt-out, verbal consent, consent with speakers of other languages and translation of materials into other languages. The proposed consent must be attached.  It should be written in the second person and at a grade level <8th.  NIH form NIH-2514-1 (Consent to Participate in a Clinical Research Study) is to be used for all subjects enrolled in research conducted at the clinical center.  Children are generally not empowered to give consent, but depending on their age, they may have the ability to give assent (“assent” means a child’s affirmative agreement to participate in research).  Every protocol involving children (those individuals under age 18) should include a discussion of how assent will be obtained for the particular study.  If an assent is to be obtained, oral assent is to be obtained and documented by the assent signature line at the end of NIH-2514-1. If requesting a waiver of the 2 parent consent rule, the following language is suggested: 
The investigators are requesting a waiver from the IRB to allow only one parent to sign the informed consent to enter a child on the protocol. Because many patients must travel to the NIH from long distances at substantial expense, requiring both parents to be present for the consent process could be a financial hardship for many families. When guardianship status of the child is uncertain, a social worker will be asked to investigate and, if necessary, seek documentation of custody status.

[bookmark: _Toc250632210][bookmark: _Toc281240152][bookmark: _Toc281240394][bookmark: _Toc288125141]PHARMACEUTICAL AND INVESTIGATIONAL DEVICE INFORMATION  
For each study drug, describe:
[bookmark: _Toc250632211][bookmark: _Toc281240153][bookmark: _Toc281240395][bookmark: _Toc288125142]Drug X (include IND # if applicable)
[bookmark: _Toc250632212][bookmark: _Toc281240154][bookmark: _Toc281240396][bookmark: _Toc288125143]Source: 
Is it commercial or investigational- if investigational, identify the IND holder and supplier of the study agent/biologic. If appropriate include how to order drug.
[bookmark: _Toc250632213][bookmark: _Toc281240155][bookmark: _Toc281240397][bookmark: _Toc288125144]Toxicity: 
Describe all toxicities observed in patients and/or relevant animal studies
[bookmark: _Toc250632214][bookmark: _Toc281240156][bookmark: _Toc281240398][bookmark: _Toc288125145]Formulation and preparation: 
How supplied (i.e. vials, tablets, capsules, etc.), dosage size (ie.mg, units) and reconstitution, mixing and dilution instructions.
[bookmark: _Toc250632215][bookmark: _Toc281240157][bookmark: _Toc281240399][bookmark: _Toc288125146]Stability and Storage: 
Instructions for both the reconstituted and unreconstituted forms;
[bookmark: _Toc250632216][bookmark: _Toc281240158][bookmark: _Toc281240400][bookmark: _Toc288125147]Administration procedures: 
Route (i.v., i.m., p.o., etc.), rate of infusion, compatible fluids, and special handling (type of tubing or use of filters); for investigational devices, describe use procedures
[bookmark: _Toc250632217][bookmark: _Toc281240159][bookmark: _Toc281240401][bookmark: _Toc288125148]Incompatibilities : 
Include drug interactions; and toxicities. For standard agents, refer to the package insert/PDR/Formulary. For investigational agents, include the chemical formula and structure, the molecular weight and the mechanism of action. Provide a copy of the drug brochure to the Pharmacy Department for drugs that are used for the first time.
[bookmark: _Toc250632218][bookmark: _Toc281240160][bookmark: _Toc281240402][bookmark: _Toc288125149]REFERENCES 
Include relevant, current key references for proposed study.
[bookmark: _Toc288125150]
APPENDIX A-Performance Status Criteria
	ECOG Performance Status Scale

	Karnofsky Performance Scale

	Grade
	Descriptions
	Percent
	Description

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

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

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

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

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

	
	
	50
	Requires considerable assistance and frequent medical care.

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

	
	
	30
	Severely disabled, hospitalization indicated.  Death not imminent.

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

	
	
	10
	Moribund, fatal processes progressing rapidly.

	5
	Dead.
	0
	Dead.



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

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

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

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


Protocol Title:



Protocol Version Date:


_______________________________________           		___________________     
Signature of Principal Investigator						Date


_________________________________________
Name of Principal Investigator (printed or typed)




