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1. Introduction:  The Introduction should give the background and rationale for initiating this study. Pre-clinical and clinical data should be quoted in detail.  The implications for future studies should be stated. 
For investigator-initiated trials, a paragraph describing gender and minority participation should be included at the end of this section.  Sample language is as follows: 


“It is the policy of the Mary Babb Randolph Cancer Center to strive for gender and minority patient participation that represents the population of West Virginia in all clinical investigations. Between [...specify a recent time period using starting & ending dates...], [...specify number...] patients were enrolled onto Phase [...specify I, II, or III...] trials at the Mary Babb Randolph Cancer Center.  Of these patients [...specify percentage...] percent were female and [...specify percentage...] percent were members of minority ethnic groups.  It is anticipated that a similar or greater proportion of patients on this study will be female and/or members of ethnic minorities.”
2. Objectives: This is the key section for any clinical trial. The investigator should clearly state each objective for the proposed trial.
3. Eligibility Criteria:
3. Condition for Patient Eligibility (State the specific criteria for eligibility, for example):

3. Histologically confirmed cancer, residual, recurrent or metastatic

3. Adequate hepatic, renal and bone marrow function:  Bilirubin <1.5 mg%, SGOT <60 IU, creatinine <1.5 mg%, etc.

3. Informed Consent

3. Patient must have measurable or evaluable lesion (depending on protocol)

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

3. Conditions for Patient Ineligibility (examples):

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

3. Disease process which might be adversely affected by a particular drug such as congestive heart failure with Adriamycin

3. Patients with acute intercurrent complications such as an infection or post surgical complications

3. Patients below a certain age or with a poor performance status such as ECOG 3 or 4

3. Patients with a history of a second malignancy

4. Registration Procedure:
4. Registration and/or Randomization
This section outlines the method of registration and/or randomization as carried out by the Clinical Trials Research Unit. The guidelines will be developed for an individual study.  For example, if the trial involves a randomization, then details of stratification such as anatomical extent of disease, prior therapy, histologic subtype, and performance status, etc. will be specified. If the trial is a Phase II study or a Phase I trial then procedure for registration with the Clinical Trials Research Unit will be detailed. 

5. 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.

5. Administration schedule

5. Description of various treatments including dose and schedule of all drugs used.

5. Dose modification

5. Duration of therapy

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

5. Define duration of therapy for patients with static disease.

5. Define duration with response and what will be done with responders after a specific dose of drug with organ-limiting toxicity.

5. Where applicable consider recommendations for antiemetic therapy, guidelines for use of radiation therapy for pain or life threatening tumor progression.

5. Data Safety Monitoring Plan

5. Suggested text is as follows:

This protocol will adhere to the policies of the Mary Babb Randolph Cancer Center Data and Safety Monitoring Plan, guidelines in accordance with NCI regulations. The Data and Safety Toxicity Committee will review all serious adverse events and toxicity reports as well as continuing reviews.

6. Measurement of Effect
In this section the parameters for assessing the effect of an intervention are defined.  Each protocol will specifically define these endpoints.  For example, complete response, partial response, no change, and progressive disease will be defined using the criteria for drug treatment trials. The extent of restaging that is required to document a complete response must be defined. The protocol should state who will review the clinical data, e.g., will the PI review all responses or will a delegated review committee evaluate response data RECIST criteria should be used for solid tumor response assessment.

7. Study Parameters
Study parameters are best presented in a table form with parameter and indicated time for evaluation. For example;

Parameters__________________________________________________________________

Every 3 months                     Prior to Therapy            Weekly                  Before each Drug ministration 
History and Physical Exam 

Measurement of Tumor 

Performance Status 

Hemoglobin and HCT, WBC w/ diff,

platelet count, BUN, serum

creatinine, glucose, bilirubin,

alkaline phosphatase, SGOT 

The following guidelines should be used for parameters in advanced disease protocols: 

a) All scans and x-rays should be obtained within 4 weeks of the planned initiation of treatment.  

b) Scans or x-rays used to document indicator lesions for measurable or evaluable disease shall be done within 2 weeks of initiation of treatment.

c) CBC with differential, liver function studies and chemistries shall be done within one week of initiation of treatment protocol.

8. Drug Formulation and Procurement
8. Drug description for all drugs, including known toxicities and formula when available

8. Means of supply

8. Methods of storage

8. Methods of procurement

9. Statistical Considerations
Each protocol should be discussed with the Biostatistics Core Facility and approved before submission to the Protocol Review and Monitoring Committee.  This section should address how each objective will be assessed.  The following issues shall be discussed:  determination of sample size, estimated duration of study, accrual goal, method of analyses, and criteria for stopping trial. 

Meaningful statistical design of clinical trials is facilitated if the statistician understands the background of the disease being studied, such as its natural history as well as its history using current treatments.  The PI should 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 statistician 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 disease or 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 statistician should include these considerations as well.

More specific requirements can be broken down by the type of trial: 

Phase I: 
No particular additional requirements.  Sample size is determined by results as trial proceeds.  A sample size of 25 patients is not unusual. 

Phase II and III requirements: 

A. The number of patients that can be accrued per year. 

B. The percent of accrued patients usually evaluable. 

C. Error Tolerance. 

1. False positive error (recommending an ineffective agent for further study). This error is conventionally 0.05. 

2. 2.False negative error (declaring an effective agent ineffective).  Typical values are 0.10 or 0.20. As sample size increases, there is a decrease in this type of error. 

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

1. Is there a standard treatment with known response rate? If yes, what is the proportion of response to the standard treatment? 

2. What is the accuracy needed in estimating the proportion of response (i.e., 0.30 + .05)? 

3. Is there a threshold value of proportion responding above which the agent being tested is deemed a good candidate for Phase III testing? If yes, what is that proportion (i.e., 0.20 or 0.30)? 

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

1.   If two success rates are to be compared, then 

a. What is the success rate of the control? 

b. What is the expected success rate of the test treatment? 

2.   If two survival distributions are to be compared (when substantial censoring occurs), then 

a. What is the median survival of the control groups? 

b. What is the expected median survival of the treatment group?

c. Is the survival distribution approximately exponential?
10. Records to be Kept
Particular attention should be given to the specification of which data elements should be included in the Mary Babb Randolph Cancer Center Clinical Trials Research Unit Oncore or Velos database.

11. Patient Consent and Peer Review Statement
A statement that all institutional NCI and federal regulations concerning patient consent and peer judgment must be fulfilled. 

Consent Form:  It is recognized that consent forms will vary depending upon several factors, including disease site and disease stage, intervention proposed, and WVU Institutional Review Board. Investigators should refer to the policies and procedures of the WVU Institutional Review Board at the following web site: 

http://orc.research.wvu.edu/human_subjects_research_and_the_irb

The consent form should honestly express realistic expectations of participating in the research study, avoiding inducement by raising false hopes.  The following information should be included in simple, non-technical lay terms; medical jargon should be avoided.  It has been suggested that a consent form should be written in a manner that is understandable to an individual who has completed an eighth grade education.

Key Elements of a Consent Form                                            Suggested Question/Answer Format
i. Invitation                                                                      
Invitation 

Statement that the study involves research 

ii. Description of the study                                               
What is the purpose?

What will be done?

Where will it be done?

iii. Selection of subjects                                                     
Why have I been selected?

iv. Benefits associated with the study                                
Are there benefits?

v. Risk associated with the study                                      
Is there any hazard?

vi. Alternative therapy                                                       
Are there any alternative treatments?

vii. Statement of confidentiality                                          
Who will receive results?

viii. Right to ask question and/or withdraw from study
Can I change my mind?

ix. Compensation (medical/financial)                                 
Will compensation be made for injury?

x. Costs                                                                               
Will my participation result in extra costs?

xi. Voluntary participation                                                   
Is my participation voluntary?

In addition, a responsible investigator should be identified, including a phone number.  Home telephone numbers should not be included. 

12. References:
List all publications referenced in the protocol.
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