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1.0 INTRODUCTION

This section should be concisely written for the protocol users (i.e., clinical associates, nurse practitioners, research nurses), yet include sufficient information to allow for a critical review by your Branch’s Review Committee, PRMC, and the IRB.

.1 Study Objectives:


State in bullet form the primary and secondary study objectives.  Specific endpoints such as survival, response, or change in surrogate markers should be defined.
.2 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. 
2.0 ELIGIBILITY ASSESSMENT AND ENROLLMENT

.1 Eligibility Criteria:

Divide into inclusion and exclusion criteria and employ a checklist format.  Avoid overlap between inclusion and exclusion sections (e.g., inclusion - free of opportunistic infections; exclusion - presence of an opportunistic infection).
.1.1 Inclusion Criteria

Define patient population:  e.g., age range, disease or disease subtype, stage and risk  group. Diagnostic criteria and laboratory parameters which define the disease, stage and/or risk group should be included.  Define patient condition: e.g. performance score, minimum expected  duration of survival, extent of prior therapy.  Patients must be able to provide informed consent.
.1.2 Exclusion Criteria

Define specific ineligibility parameters which are not directly related to the underlying disease: e.g. organ dysfunction, specific prior therapy, HIV +, pregnant or lactating women, underlying medical conditions such as diabetes, psychiatric disorders (describe assessment procedures and provide justification for exclusion), social situation interfering with study compliance, hypersensitivity to study drugs, concurrent therapy such as chronic steroid therapy in patients with brain tumors.
.2 RESEARCH ELIGIBILITY EVALUATION:


In checklist format, describe the required evaluation to confirm study eligibility and baseline measurements of all parameters to be evaluated on study: e.g. clinical evaluation, specialty consults, laboratory evaluation (include handling instructions for research samples in an appendix), 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 an appendix). Specify time frame for completion of studies (e.g. all studies must be completed within 6 weeks of study entry).
.3 Patient Registration and Treatment Randomization:

Describe registration procedure. All patients must be registered on study before beginning therapy unless therapy is emergently begun after registration hours.  Include the phone number and hours of registering organization (e.g. Orkand), name and phone number of the principal investigator or study chairperson (if applicable), and required forms such as completed eligibility checklist.  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 flowsheet is highly recommended. Patients should be analyzed according to treatment assigned, not by treatment actually received.
3.0 STUDY IMPLEMENTATION

.1 Study Design:  
Describe research study design.  If dose escalation is employed, define criteria for dose escalation, maximum tolerated dose (MTD) and dose-limiting toxicity (DLT). For dose-escalating studies, state the minimum length of time the last patient in a cohort must have been under treatment before the first patient can be enrolled on the next higher dose level.  A schema is highly recommended for treatment protocols.

.2 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 treatment arm, and phase (e.g., induction, maintenance) or dose level. For dose escalation studies, include a table showing all planned dose levels. Clinical associates who write the orders and nurses who administer the therapy must be able to clearly understand this section.
.3 Treatment Modifications:

Describe fully the criteria for dose modifications and/or other modifications of the  treatment regimen made in response to toxicity, pharmacokinetics, tissue studies, etc.

.4 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.
.5 Protocol Evaluation:

In checklist format, describe evaluations required during the protocol implementation and include a schema in an appendix. Include all necessary evaluations as outlined in the sections Study Design and Follow-up.  Provide nursing guidelines for monitoring vital signs if these parameters are used in the study.  
.6 Concurrent Therapies:

Provide guidelines for concurrent therapy such as  PCP prophylaxis in HIV-infected patients, and list contraindicated therapies (describe drug interactions if  known).

.7 Surgical Guidelines:

If complex, describe details in an appendix.

.8 Radiation Therapy Guidelines:

If complex, describe details in an appendix.
.9 Off Study Criteria:

Describe off-study criteria. Include voluntary patient withdrawal, disease progression or  resolution, significant organ toxicity, and non-compliance.  All patients must be officially taken off study by contacting the registering organization.  
.10 Post Study Evaluation (Follow-up):

In checklist format, describe post-study evaluations (include frequency and tests) and  include a schema in an appendix.

4.0 Supportive Care

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.  

5.0 Data Collection and Evaluation

.1 Data Collection:

Describe data collection procedures, required forms, and identify the study monitor  responsible for the protocol.

.2 Response Criteria:

· List the tests needed to evaluate response (e.g., bone scan and CT for breast and prostate cancer), and provide time intervals for restaging.  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 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).
.3 Toxicity Criteria:

For most studies, the NCI Common Toxicity Criteria should be used.  As a result of standardization of the CTC, the NCI will no longer require inclusion of the paper CTC document within a protocol document.  Instead, a statement regarding the CTC should be included in the body of all new protocols.  The following is a suggestion:

“This study will utilize the CTC version 2.0 for toxicity and adverse event reporting.  A copy of the CTC version 2.0 can be downloaded from the CTEP home page (http://ctep.info.nih.gov).  All appropriate treatment areas should have access to a copy of the CTC version 2.0.”

If  the duration of  toxicity is important, this should be clearly stated (e.g., neutrophil count < 500/l for > 5 days).  Exclude non-hematologic toxicities that will not be used to identify the MTD (e.g., grade III & IV alopecia, grade III nausea, grade III fever or reversible grade III hepatotoxicity).
.4 Statistical Section:

· 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.

· Clearly delineate statistically 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.

· Consultation with the Biostatistics and Data Management Section is encouraged- Drs. Seth Steinberg and David Venzon (496-9502).


.5
Multi-Institutional Guidelines (if applicable):

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.

· IRB Approvals:  The PI will provide the NCI IRB with a copy of the participating institution’s approved yearly continuing review.  Registration will be halted at any participating institution in which a current continuing approval is not on file at the NCI IRB.  

· Amendments and Consents:  The PI will provide the NCI IRB with copies of all amendments, consents and approvals from each participating institution. 

· Patient Registration:  All patients from participating institutions must register patients with the CCR Central Office (ORKAND) unless alternative registration procedures are specified in the protocol.  The eligibility checklist for the protocol must be FAXED to the Central Office according to standard operating procedures.

· Data Collection and Toxicity Reporting:  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 be developed for each study.  All adverse events from participating institutions must be submitted to the NCI IRB within 10 days. 

· Data and Center Audits:  The PI will provide guidelines for audits of participating institutions (recommend at least yearly).  Selected patient charts should be audited as well as the participating institutions Standard Operating Procedures (SOP) at the time of the visit.  Data from participating institutions should be available when the protocol is audited at the NCI.
.6
Data and Safety Monitoring Plan

A description of these monitoring processes should include a number of elements.  Who actually monitors the trial?  How often are the data examined in the course of trial conduct?  What do the monitors look for?  What procedures are in place to insure adequate feedback of information, so that trials involving excessive risk in relation to anticipated benefits are terminated appropriately?  What procedures are in place for coordinating multi-center trials, if applicable?  The plan should describe the process and oversight in place for assuring that AE reporting requirements are actually met.  For multi-center trials coordinated by the intramural NCI, the plan should outline procedures by which the PI establishes a central reporting entity that collects and reports AEs to all necessary destinations, including co-investigators at participating institutions.  PIs should describe what quality control procedures are in place assuring data accuracy and completeness.  If an IND is in place, quality control procedures are generally stipulated by the IND sponsor and may be simply referenced or summarized in the DSM plan.  For studies not done under an IND, the plan should describe whatever procedures are in place to assure data integrity and protocol adherence.

For many phase I and II trials, independent monitors or DSMB review may not be necessary.  Continuous, close monitoring by the PI, with prompt reporting of serious adverse events to the IRB (and others, as appropriate) may be adequate.  

Protocols that WILL REQUIRE a DSMB include:

· Protocols that generate blinded, randomized data that are comparing therapeutic benefit;

· Protocols using gene transfer or gene therapy methodology

Protocols that MAY REQUIRE a DSMB include:

· Multicenter protocols representing more than minimal risk.  These may be monitored by the PI or the IND holder and these monitoring procedures are specifically spelled out in the DSM section;

· Protocols that the NCI IRB believes require special scrutiny because of high public interest or public perception of risk.

6.0 HUMAN SUBJECTS PROTECTIONS

.1 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.
.2 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
.3 Evaluation of Benefits and Risks/Discomforts:

Describe the potential benefits to subjects or to others that may reasonably be expected from the research.  If volunteers are involved, specify compensation, if applicable.  Describe any potential risks (physical, psychological, social, 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).
.4 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.

· 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.
.5 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.  The proposed consent must be attached.  It should be written in the second person, and in language understandable to someone who has not completed high school.  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.

7.0 DATA REPORTING

Data can be reported on case report forms (individual patient data) or as a study summary, depending on the type of study and sponsor.  Adverse Events (AE's) for investigational drugs must be reported to the IND holder (CTEP or pharmaceutical sponsor) according to the phase of protocol and reaction.  For CTEP sponsored trials, the CTC version 2.0 is used. The attached table should be used as a guide.  Adverse Events are reported either on the AdEERs (for CTEP-monitored studies) or using the standard NCI Filemaker form (for non-CTEP-monitored studies).
8.0 PHARMACEUTICAL AND INVESTIGATIONAL DEVICE INFORMATION
For each study drug, describe: Is it commercial or investigational- if investigational, identify the IND holder and supplier; Toxicity - describe all toxicities observed in patients and/or relevant animal studies; Formulation and preparation - how supplied (ie. vials, tablets, capsules, etc.), dosage size (ie.mg, units) and reconstitution, mixing and dilution instructions; Stability and storage - instructions for both the reconstituted and unreconstituted forms; 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;  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.
9.0 REFERENCES

Include key references.

CONSENT FORM
The consent form should be divided into the sections described below.  It should be easily understandable (8th grade reading level) and all technical words must be defined.  Patients should be referred to a “patient-volunteers”, and protocol therapy or treatment should be referred to as “ investigational”.  All consents must contain the following sections:  

· Introduction
Includes the standard first paragraph (“We invite you to take part in a research study at the National Institutes of Health (NIH). First, we want you to know that: Taking part in NIH research is entirely voluntary.  You may choose not to take part, or you may withdraw from the study at any time.  In either case, you will not lose any benefits to which you are otherwise entitled.  However, to receive care at the NIH, you must be taking part in a study or be under evaluation for study participation.  You may receive no benefit from taking part.  The research may give us knowledge that may help people in the future.  Second, some people have personal, religious or ethical beliefs that may limit the kinds of medical or research treatments they would want to receive (such as blood transfusions).  If you have such beliefs, please discuss them with you NIH doctors or research team before you agree to the study.  Now we will describe this research study.  Before you decide to take part, please take as much time as you need to ask any questions and discuss this study with anyone at NIH, or with family, friends or your personal physician or other health professional.”) and pertinent background information describing the disease, disease status, and rationale for specific therapy or procedure (test).
· Description of Research Study
State that the study involves research , describe the purpose of the research (should reflect the study objectives), the eligibility and number of subjects to be accrued (optional), the design of the study (randomizations, etc.), procedures to be followed (subject's involvement, duration of participation, hospitalizations and clinic visits), and designate which treatments or procedures are investigational (experimental).
· Alternative Approaches or Treatments (Could Include No Further Therapy)  

· Risks or Discomforts of Participation
Include toxicities of therapy or procedures , risks of  required procedures (spinal taps, bone marrows, central lines), impact of refusal on eligibility to participate, total blood volume to be drawn for research studies, potential for unforeseeable risks,  psychological stress, and time commitments. 
· Potential Benefits of Participation


Benefits to the research subject (there may be no direct benefit).
· Research Subject's Rights
Include a statement that participation is voluntary , refusal will not result in penalty or  loss of benefits to which the subject is otherwise entitled, participation can be discontinued at any time without penalty, and the subject can ask questions.
As appropriate, the following sections should be included: 
HIV Consent (if HIV Testing is Required); Standard Last Page containing statements on Confidentiality and Research- Related Injuries - NIH 2541-1 (5/98 Version); Verbal assent ssignature line at end of consent.

STYLE GUIDELINES
Use 12 point font 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.  Use 10 point Tahoma font and single spacing for the consent form.
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