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Protocol Format

NIH designated Clinical Cancer Centers must conduct scientific peer review of clinical protocols. A standardized protocol format is used for the successful implementation of this process. All Fred & Pamela Buffett Cancer Center Investigator-initiated Institutional and Multi-Institutional protocols developed and sponsored by this institution involving clinical research must include the following elements or the equivalent:

Title Page ……………………………………………………………………………………….

Abstract (no more than 250 words) ……………………………………………………….

Schema …………………………………………………………………………………….……

Section 1.0
Objectives …………………………………………………………………… 

Section 2.0
Introduction, which includes background data and future aims ……….

Section 3.0
Eligibility criteria …………………………………………………………….

Section 4.0
Randomization/registration procedures ………………………………….
Section 5.0
Treatment plan or research design ……………………………………....

Section 6.0
Measurement of effect ……………………………………….…………….

Section 7.0
Study parameters …………………………………………...………………

Section 8.0
Drug formulation and procurement ……………………………………….

Section 9.0 
Toxicity and adverse event reporting guidelines ………………………...

Section 10.0
Biostatistical considerations including stopping criteria …….…….……

Section 11.0 
Records to be kept …………………………………………… ……………

Section 12.0
Patient consent form statement …………………………… …………….

Section 13.0
References ……………………………………………… ………………….
Section 14.0
Data collection forms ………………………………………………………. 

(The SRC may withhold review and approval of a new Investigator-Initiated Institutional protocol until all data collection forms are submitted and reviewed).
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This standard format is expanded in greater detail in the following pages. The protocol footer must contain: 1) the UNMC IRB number; 2) the most current protocol version number and date; and 3) the page number. All pages of the protocol must be numbered. The preferred page numbering format is “page xx of xx”. 

Title Page: At a minimum, the Title Page must include: 1) the title of the study; 2) the name and contact information for the Principal Investigator; 3) if applicable, the name and contact information for the Secondary Investigator(s) and the Statistician; 4) a cumulative list of the approved protocol revisions (version number and date); and 5) a list of appendices to the protocol (if applicable). If the study is a Multi-institutional trial, the title page must also include the name of the Lead Institution.
Abstract: Describe the purpose, specific aims, hypothesis, conceptual framework (if applicable), methods (design, sample size, eligibility, instruments, procedures, data analysis) and outcome implications for research and practice.

Schema: This should be a diagrammatic representation of the study if possible. The schema should include the main details of the study.

Section 1.0 Objectives: The objectives of the research study must be stated clearly. The study design must be capable of answering the questions posed by the objectives. The statistical/data analysis section must clearly state how the data will be analyzed in relation to each of the study’s objectives. Specific requirements of treatment studies are discussed below.

Phase 1 treatment studies:  Phase 1 trials determine a safe method/dose for Phase 2 trials and define acute effects that occur with a relatively high frequency in normal tissues. In addition, these trials may examine the agent’s pharmacology and may reveal evidence of anti-tumor activity. Therapeutic intent is always present in Phase 1 trials; anticancer drugs are usually not tested in patients unless preclinical activity studies have already demonstrated evidence of significant activity in lab models. The initial starting dose in humans must be justified in the protocol. The initial dose may be increased gradually by some defined procedure until a level is found which produces limiting, but tolerable toxicity and/or clear signs of therapeutic activity. 

Phase 2 treatment studies:  A Phase 2 study determines a) whether a treatment/agent has anti-tumor activity and b) estimates the response rate in a defined patient population. Well-designed Phase 2 trials do not permit the entry of more patients than necessary to ensure the presence or absence of a clinically significant level of activity. Because various tumor types have different prognostic factors, eligibility requirements, and patterns of responsiveness to a particular drug or combination of drugs or therapy, Phase 2 trials are conducted in homogenous clinical entities (e.g., metastatic breast cancer patients with measurable disease and a normal or near normal performance status).

Phase 3 treatment studies:  If significant activity is observed in any disease during Phase 2 testing, subsequent clinical trials usually compare the new drug or treatment modality with standard treatment or observation if no standard treatment exists. Relevant endpoints (e.g., time to progression, survival, quality of life) must be used to measure benefit.

Pilot Projects: The primary objective is to collect preliminary data to plan a future study. The trial must be limited in duration and the investigator must specify future plans. The purpose(s) may be to test the feasibility of the study in a given population; to evaluate whether the instruments are sensitive to change; or to assess the ability to recruit for the study. In these cases, no control group is necessary. Endpoints such as the proportion of eligible subjects who consent to be randomized are appropriate as a standard control group. 
Section 2.0 Introduction: Sufficient referenced background information must be included so that the rationale for the study is clear. For example, previous work done in animals and humans should be cited. Any unpublished data relevant to the rationale must be included. Toxicology studies carried out prior to Phase 1 trials that provide the investigator with a) estimates of a starting dose for clinical trials and b) prediction of the likely effects of the drug on normal tissues must be included.

Section 3.0 Eligibility Criteria: This must be a specific listing of all criteria necessary to be met for a subject to be eligible for the given study. Written informed consent must be an eligibility requirement. Types of subjects (minors, fetuses, pregnant women, etc.) must be specified. Many studies also include a section of exclusion criteria. Psychological, familial, sociological, or geographical conditions which do not permit compliance with the study should be considered. Studies with objective response as an endpoint must include clear statements specifying whether tumor sites to be followed for response must be measurable, what criteria must be fulfilled to consider disease measurable, whether evaluable disease is permitted, and if so, at what sites. Specific elements for Phase 1/2 studies are described below.

Phase 1 Trials. Patients must have normal or near normal organ function in order that the investigator may reliably distinguish drug effects from disease effects. When there is impairment of a major organ, drug treatment may produce increased toxicity because of decreased clearance or additive injury to the organ. Since most cancer drugs will ultimately be used in some patients having impairment of major organ function (particularly cardiac, hepatic, and renal), it is sometimes reasonable to explore their use in such patients through Phase 1 trials explicitly designed to determine safe doses and pharmacology in these settings.

Phase 2 and 3 Trials. Elements to be considered include histological confirmation of disease, stage, prior therapy, measurable vs. evaluable disease, age, sex, performance status, life expectancy, and organ function requirements. For the treatment of diseases for which highly effective systemic therapy is not available (e.g., carcinomas of the large bowel, kidney, liver, pancreas, and malignant melanoma), Phase 2 or 3 studies may be limited to patients with no prior chemotherapy. For diseases in which chemotherapy may cause frequent objective regressions with or without survival benefit, Phase 2 or 3 studies may or may not be restricted to patients with no prior therapy. For diseases which are potentially curable with systemic treatment (e.g., acute leukemia, diffuse NHL, Hodgkin’s disease, testicular cancer, limited small cell lung cancer, and ovarian cancer), Phase 2 or 3 studies generally enroll patients who have had the minimum extent of prior treatment compatible with current ethical standards of care.

Examples of specific criteria for eligibility.

· Histologically confirmed cancer (residual, recurrent, or metastatic)

· Adequate hepatic, renal, and bone marrow function: Bilirubin <1.5 mg%, AST less than five times the upper limits of normal, creatinine <1.5 mg%, etc.

· Patient must have measurable or evaluable disease (depending on protocol).

· Patient must be inoperable with no other definitive therapy available.

Examples of specific criteria for exclusion.

· Prior therapy with drugs to be used in the proposed study.

· Disease process which might be adversely affected by a particular drug (e.g., congestive heart failure with Doxorubicin)

· Patients with acute intercurrent complications such as infection or post surgical complications

· Patients below a certain age or with a poor performance status as defined by a standard performance scale.

· Patients with a history of a second malignancy.

Section 4.0 Registration Procedure: The date of enrollment must be clearly defined the date of consent. However, all eligibility criteria do not need to be met until the date of the first study related treatment.
Procedures for subject entry (e.g., randomized, or non-randomized) must be specified. If the study is randomized, required information includes who will be performing randomization and their contact information and the subject characteristics and stratification factors (if any) to be provided at the time of entry. For non-randomized studies, the procedure for screening and recording patient eligibility for the study must be described.
For multi-institutional studies with UNMC as the sponsor, it is important that this section clearly state who is authorized to register and screen patients and the pertinent phone numbers and location of the office, hours of operation, and what information will be required. For studies involving the processing of lab samples, this section must contain information on how the specimens are to be processed and shipped (e.g., on ice, by what carrier, etc.), what accompanying referral forms are required, to whom samples must be sent, and hours for receipt of specimens.

Section 5.0 Treatment Plan or Research Design: This section will vary depending on the nature of the clinical trial. The following examples are given for a drug treatment program. When applicable consider recommendations for supportive care.

Administration Schedule: 
· Description of various treatments including dose and schedule of all drugs used.

Dose Modifications
· Define criteria for dose modification

· Define criteria for holding and resuming treatment.

· Define criteria for termination of treatment.

Duration of Therapy

· Define criteria for stopping therapy. For example, disease progression or evidence of unacceptable drug toxicity.

· Define duration of therapy for patients with stable disease.

· Define duration of therapy for responding patients.

· Define stopping rules for the entire study. If certain target(s) are reached see Section 10.

Section 6.0 Measurement of Effect: In this section the parameters (e.g., response, time to progression, survival) for assessing the effect of an intervention are defined. Each protocol will specifically define these endpoints. Response (e.g., complete response, partial response, stable disease, and progressive disease) must be defined. For all Investigator-Initiated Institutional protocols evaluating tumor response in solid tumors, the SRC expects that the most current Response Evaluation Criteria  in Solid  Tumors (RECIST) (http://ctep.cancer.gov/protocolDevelopment/default.htm) will be used to monitor treatment response unless the PI provides justification for the use of other criteria. The extent of the restaging that is required to document a complete response must be defined. The protocol must state who will provide oversight on response evaluation (e.g., the principal investigator or a designated review committee).

Section 7.0 Study Parameters: Study parameters are best presented in tabular form indicating tests and frequency of measurements (see below). The following guidelines might be used for prestudy testing to determine eligibility requirements in advanced disease protocols: all baseline x-rays (CT, MRI, bone scans, SRC) should be obtained within four weeks of the planned initiation of treatment; and CBC with differential, liver function studies and chemistries must be done within one week of initiation of study related treatment. 
	                   Test
	Prior to Testing
	 Weekly
	 Before Each Drug 

 Administration
	   Every 3 Months

	History and Physical Exam
	
	
	
	

	Measurement of Tumor
	
	
	
	

	Performance Status
	
	
	
	

	Hemoglobin & HCT, WBC w/diff,

platelet count, BUN, serum creatinine, Glucose, bilirubin, alkaline, Phosphatase, SGOT
	
	
	
	


Section 8.0 Drug Formulation and Procurement: Pharmaceutical trials must contain a section for each drug or biologic agent and dose form, its preparation, dilution, stability, method of administration precautions, and known clinical toxicities. The supplier of each drug and information about commercial availability must also be specified.

Section 9.0 Toxicity and Adverse Event Reporting Guidelines: All Investigator-Initiated Institutional protocols must include a definition of adverse events specific to the protocol. Treatment (i.e., therapeutic disease related) protocols must adhere to institutional, FDA, and the most current CTEP guidelines for toxicity and adverse event reporting (CTE Common Toxicity Criteria can be obtained at http://ctep.cancer.gov/protocolDevelopment/default.htm.

The Data  and Safety Monitoring Committee (DSMC) monitors all internal toxicities and adverse events that occur on Investigator-Initiated Institutional protocol, and provides a monthly report to the SRC on its review. See Section C for a more complete description of the DSMC. With the exception of transplant protocols that are Investigator-Initiated Institutional trials, all internal serious adverse events (expected or unexpected, regardless of attribution) must be reported to the DSMC. For transplant protocols, the DSMC recognizes that certain toxicities are routinely anticipated. The investigator can indicate that a particular toxicity is anticipated for the vast majority of research participants and that such toxicity will therefore not be reported. The DSMC will determine in its initial review of the protocol if such exclusion from standard reporting guidelines is acceptable.
Section 10.0 Statistical Considerations: Each protocol should be developed and discussed with a biostatistician prior to submission. Meaningful biostatistical design of clinical trials is facilitated if the 
biostatistician understands the background of the disease being studied such as its natural history as well as its history using current treatments. This section must address how each objective will be assessed with the criteria for statistical significance stated. The following issues must be discussed: 1) definition of analysis population; 2) determination of sample size; 3) estimated duration of study; 4) accrual goal; 5) method of analyses; and 6) criteria for stopping the trial earlier than planned. 

The Principal Investigator (PI) must also provide: 1) the endpoints of the study such as response rate, toxicity, disease-free survival or overall survival, and 2) patient characteristics that affect response of the disease under consideration such as performance status, extent of disease, prior therapy, metastatic sites, etc.


The PI and biostatistician should consider sources of patient accrual such as other centers and ‘feeder’ trials (i.e., ones with higher priority) available to determine expected accrual rates. The diseases being studied, and ethical questions present in the treatment of these diseases can influence the choice of experimental design such as single stage, multiple stage, or crossover; therefore, a discussion between the PI and the biostatistician should include these considerations as well (more specific requirements can be broken down by the type of trial):

Pilot: While statistical justification of sample size need not be included, estimated duration of study, method of analyses, decision-making criteria, estimated accrual per year and criteria for stopping the trial earlier than planned must be addressed. Statistical justification of sample size might include a power analysis to determine the size of the pilot sample based on what will be needed for the larger, future study’s sample.
Phase 1: The PI must provide an estimate of the number of patients to be accrued per year. Sample size is determined by results as the trial proceeds. A sample size of 15 – 24 patients is not unusual. Phase 1 trials may require more patients per dose level depending on the biologic endpoint being measured. If a dose escalation is planned, then dose escalation plan, definition of dose limiting toxicity, and definition of maximum tolerated dose (or dose to be taken to subsequent evaluation for non-anti-neoplastic agents) must be specified.  For phase 1 trials without a dose escalation, the primary safety endpoint must be specified along with acceptable and unacceptable rates for its incidence and corresponding stopping rules.

Phase 2 and 3 Requirements:

A.
Estimation of the number of patients that can be accrued per year.
B.
Estimation of the percent of accrued patients that will be fully evaluable,

1. False positive error (recommending an ineffective agent for further study). This error is usually .05.
2. False negative error (declaring an effective agent as ineffective). Typical values are .10 or .20. 

C. 
One sample design (i.e., no randomization into two or more treatment groups),

1. Is there a standard treatment with known response rates?

· If yes, what is the proportion of response of the standard treatment?
· If no, what is the accuracy needed in estimating the proportion of response (e.g.,30 + .05)?

2. Is there a threshold value or proportion responding above which the agent being tested is deemed a good candidate for Phase 3 testing?  
· If yes, what is that proportion (e.g., .20 or .30)?


D.
Two sample design (i.e., randomization into two treatment groups).

1. If two success rates are to be compared:

· What is the success rate of the control?

· What is the expected success rate of the treatment?

2. Is there a threshold value or proportion responding above which the agent being tested is deemed a good candidate for Phase 3 testing? 
· If yes, what is that proportion (e.g., .20 or .30)?

· What is the expected outcome of the control groups?

· What is the expected outcome of the treatment group?

Section 11.0 Records to be Kept: A list of all records, including flow sheets, data collection forms/instruments, summary and evaluation forms must be compiled. A description of where and how these records will be maintained needs to be included to facilitate retrieval by various audit committees. This includes where and how laboratory and diagnostic studies will be retrieved or duplicated as part of the records for all subjects. The Biostatistics Shared Resource is available to assist the investigator in the development of a research database.

Section 12.0 Patient Consent: The consent form must adhere to the guidelines established by the Institutional Review Board of the University of Nebraska Medical Center.

Section 13.0 References

Section 14.0 Data Collection Forms: All data collection forms must be submitted when the protocol is initially reviewed. Assistance in preparing data collection forms for reporting data may be obtained from the Biostatistics Shared Resource. The SRC may withhold review and approval if data collection forms are not submitted with the protocol.

At a minimum, the Data Collection Forms (DCF’s) must include protocol specific forms to record the following data for each subject:
· * Activities Worksheet
·    Adverse Event Log
· * Clinical Laboratory Values
· * Concomitant Medications Log
·    Death Record
·    Drug Accountability or Dispensing Log

·    Eligibility Checklist (including both inclusion and exclusion criteria to match the protocol)
· 
   Medical History 

· * Physical Examination

·    Screening and Enrollment Log

·    Specimen Collection and Preparation Worksheet

·    Telephone Log

·    Off Study Worksheet  

*both pre-study and during the course of the study as required by the protocol

If applicable, the following DCF’s must also be submitted:

·    Advertisement samples 

·    Subject Randomization Form 
NOTE: Possible reasons for stopping a trial early may include but are not limited to unacceptable toxicities; the trial appears unlikely to succeed either because of poor accrual; high dropout rates, etc.; early results effectively answer the study question either positively or negatively; and it becomes unnecessary (and possibly unethical) to continue the study.








