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APPENDICES

 1.0
BACKGROUND and hypotheses

The background is the justification for the proposed study. It should summarize the results of similar studies and should outline the unanswered questions which the study will address. 


This section should include the referenced details of therapeutic effectiveness, and the toxicity of the proposed regimen, if known. Information obtained in animal studies or in similar studies performed in humans should be included.  Background information is required on all modes of treatment which will be used or studied.


For those studies evaluating a totally new treatment regimen (such as an investigational drug for a new dose or schedule), pilot or phase data, if it exists, should be included and justify testing the new therapy.  It is usually very helpful if the Background and Hypotheses section is subdivided into components and numbered as items 1.1, 1.2, 1.3, etc.  In many cases, section 1.1 should summarize the specific clinical problem (e.g., a brief summary of disorder, etc.).  Section 1.2 and thereafter should summarize background information regarding the new drug(s)/device to be used, pharmacokinetics, basic science for translational aspects, etc.  The final section(s) should be the central hypothesis (hypotheses).  All references should be numbered in the order they appear in the text, with references included in the reference section.


At the end of the Background Section, there must be an explicit statement of the central hypothesis (hypotheses) that the proposed clinical trial will attempt to prove.  The Background Section should contain sufficient information to support the hypothesis (hypotheses).

2.0
Objectives and purpose

The objectives of a study should be specifically outlined in this section. These objectives should pose important scientific questions, which will be answered by the final outcome or analysis, whether it will be the value of a new investigational drug or a new combination of treatments, or a comparison between standard therapy and innovative new treatment. The objectives should be answered with the sample size of the study. 


The following items should also be considered in this section:




-The most important or primary objective of the study should be listed as item 2.1 ; less important or secondary objectives should follow.



-Only objectives which are specifically supported in the Background and Hypotheses section should be listed.




-All itemized objectives should be addressed in section 10.0 (Criteria for Evaluation and Endpoint Definitions) and section 13.0 (Statistical Considerations).


-Be concise and focused.

3.0 study Design

Describe the study design.  Procedures which are considered experimental as well as procedures performed exclusively for research purpose should be identified.

4.0
DRUG/device INFORMATION

4.1
All drugs and/or device being utilized in the proposed study should be described


4.2
The drugs should be listed in alphabetical order.


4.3
IND number and IDE number should also be provided.


4.4
The supplier of each substance and device should be identified.


4.5
For investigational agent studies, the toxicity and chemical make-up of the drug will already be outlined in the background.  However, it should be condensed for the drug information section and should include toxicity, pharma​ceutical data, storage and stability.



If an investigational device is used, determination of significant and non-significant risk should be described  (for example; the sponsor's risk assessment determination; the rationale for the non-significant risk determination).  If the device has been reviewed by the FDA, the FDA's assessment of device risk should be provided.

5.0 
SELECTION and withdrawal of subjects


Selection criteria will include such factors as allowable disease sites, disease status or characteristics, age, prior therapy, required tests, informed consent, etc.  Subject withdrawal criteria should describe when and how to terminate investigational product treatment/trial treatment.


5.1
Inclusion Criteria:  

5.2
Exclusion Criteria

5.3
Withdrawal Criteria

6.0
 STRATIFICATION/DESCRIPTIVE FACTORS/RANDOMIZATION SCHEME


Stratification factors, other important, pretreatment descriptive factors, and randomization plan (if applicable) should be identified. If there is no randomization or important patient characteristics that will be used in treatment allocation or data analysis, a statement to this effect should be included.


6.1
Stratification factors. These are pretreatment patient characteristics which either will be balanced across treatment arms or will be used to determine initial dose. Stratification factors should be limited to the 2 or 3 most important variables.


6.2
Descriptive factors. These are patient characteristics to be taken into account at the time of study analysis, but which do not affect treatment assignment.


6.3
If applicable the details of the randomization plan should be given. This should be written in conjunction with the statistician. 

7.0
Study Agent administration or intervention and toxicity management PLAN

7.1
The entire treatment or treatments should be outlined.  For those studies which will include randomization, the separate regimens should be labeled with suitable abbreviations which need to be consistent with the rest of the protocol.  If applicable, it should be stated if the patients will be restaged and if a second registration will be required at that time. Indicate when any other registrations/randomizations should occur.  


7.2
Drug studies:  The dose(s) of drugs utilized, the schedule of the agents, and the number of courses should be clearly outlined for each treatment. Include a table for each treatment with the same labels as in 6.1, using the following general format.

(Example)
	AGENT
	DOSE
	ROUTE
	DAYS
	ReRx INTERVAL
	NOTES

	ADR
	50mg/m2
	i.v. over 5 min
	1
	4 weeks
	maximum cumulative dose 500 mg/m2

	CDDP
	60mg/m2
	i.v. over 2 hr in 1000 ml ½ normal saline + 25 gm Mannitol
	1
	4 weeks
	Give ADR before CDDP

	Prednisone
	30mg
	p.o.
	1-7
	4 weeks
	




When different modes of therapy are being utilized, such as surgery or radiation therapy, each should be given in one complete section of the treatment plan.  For the more complex protocols (Phase III) which contain two or more treatment modalities, the different modalities should be divided and included under separate headings, such as:



7.21 Treatment Plan - Chemotherapy



7.22 Treatment Plan - Radiation Therapy 



7.23 Treatment Plan - Surgery


7.3
Criteria for removal from treatment (such as undue toxicity, progression of disease, etc.) are to be outlined.  Be sure these are consistent with 5.0 (withdrawal) and 7.0 (toxicity).  Some examples follow.  Make sure that the treatment program for all patient subgroups has a clearly defined stopping point, or if treatment is to continue indefinitely that this is stated.



Example:




7.31
After eight weeks of treatment (2 courses), patients with stable disease should be taken off treatment.  Patients with complete or partial responses will continue treatment. (Note: “moderate” toxicities should be defined in Section 8.1) 



7.32
Patients will discontinue treatment after disease progression at any time.



7.33
Treatment will be discontinued if patients experience moderate or worse renal toxicity, or any neurologic toxicity.  Note:  “moderate or worse” should be defined in Section 8.1.



7.34
A patient may always be removed from treatment whenever he/she wishes.


7.4
Ancillary treatments.  If applicable, specify concurrent treatments that are not allowed.

8.0
Assessment of efficacy and safety


8.1
Side effects/Toxicities to be monitored.




8.11
List all side effects/toxicities that the patient is to be asked about at each evaluation while on treatment and those to be measured.




8.12
Long-term toxicities to be monitored after completion of therapy.  List side effects/toxicities and define levels.



8.2
Dosage change based on toxicity.  Dosage change (increase and decrease) should be either given in a table or clearly described in this section.  Include instructions on restarting treatment after delays due to toxicity.



8.3
Adverse Event Reporting: Procedures for reporting unexpected and fatal toxicity should be explained.



8.31
Type of event to be reported and timing of reports.

8.32
Places for submitting reports:  IRB, Sponsor, Investigational Drug Branch, etc.


8.4
Data Monitoring Committee (if applicable)

9.0
Clinical and laboratory evaluations and STUDY CALENDAR


The Study Calendar is included in a chart on a separate page.  These calendars should outline every parameter/test which will be performed while the patient is on the study, along with the actual therapy.  Write it so that it can be copied for each patient and used by the nurse/data manager/physician for patient management.



Categories to be listed are as follows (in this order):  Physical; Laboratory; Disease Assessment; Treatment; and Forms submission.  Every test, whether it is being done prestudy only or continuously throughout the study should be noted.  It is not necessary to list every day or week throughout the life of the study; rather, only those days in which either therapy or tests are being performed.  Asterisk and footnote special instructions.  All tests that will be continued after the patient stops therapy should also be indicated along with the time point at which they should be performed.


An example of the Study Calendar is as follows:

(Example)
	Parameter
	Pre-

Treatment
	Day 3 
	Each cycle

(Day 1)*
	End of 

Treatment

	Comprehensive History & Complete Physical 

  Examination
	X
	
	X
	X

	Targeted History & Directed Physical

  Examination
	
	X
	
	

	Complete Blood Count (CBC)
	X
	
	X
	X

	Monitoring Chemistry Panel
	X
	
	X
	X

	Liver Enzyme Tests
	
	X
	
	

	Urinalysis
	X
	
	X
	X

	Electrocardiogram (EKG)
	X
	
	X1
	X1

	Chest X-ray & scans
	X
	
	
	

	Agent administration 
	
	
	X
	

	Blood for research testing
	X
	
	X
	X


1
As clinically indicated.

* 
Each cycle consists of XX days with treatment on day 1.

10.0
CRITERIA FOR EVALUATION AND ENDPOINT DEFINITIONS


The outcome status (in terms of toxicity, response, reason off study, progression, and survival) of all eligible patients will be reported. All eligible patients who begin treatment will be included in the analysis of survival and time-to-failure. 


Endpoint Definitions

11.0
SPECIAL INSTRUCTIONS:

This section should include detailed descriptions of how specimens for pharmacokinetics, pharmacodynamics, correlative molecular studies or other translational studies will be obtained, transported, shipped and assayed.


12.0 data collection and monitoring

This section should include the following information:  Case Report Forms; Source Documentation and Timeliness of CRF Completion; Retention of Study Record; Data Management; Data Monitoring.

13.0
STATISTICAL CONSIDERATIONS


13.1
The statistical section will typically include:



-A recapitulation of study objectives.
-The anticipated accrual rate, the accrual goal for the study, including accrual goals by strata if appropriate.



-The study design, including contingencies for early stopping, any stratification factors, and any characteristics to be incorporated in analyses.



-The power of the study to address the major objective(s), the assumptions involved in the determination of power; tables of power under various alternatives.



-The power of the study to address the other objective(s), the assumptions involved in the determination of power.



In order for a statistician to write this section, the investigator must supply the statistician with  an expected accrual rate, reflecting recent experience with the disease; certain background information for each study objective; and basic assumptions, if necessary, to create a basis for statistical analysis (e.g., assume the new regimen will produce an 80% response rate).   For noncomparative studies with the objective of ESTIMATING toxicity, response rate, survival time, response duration, time to progression, etc., the statistician will need at least an idea of the expected rate (duration) and the desired precision of the estimate.  Useful information to provide would be results from other studies.  If the objective is to evaluate an endpoint, specify what values would be of interest or not of interest to discern with the study.  If there is a translational component to the study, indicate how the statistical analysis/correlation will be done.


For randomized studies with the objective of COMPARING two or more groups, then in addition to the expected results for each group, a minimum difference of clinical interest to be detected should be specified.



If a SUBSET of the patients accrued to the study is identified for separate analysis in an objective, the proportion of patients expected to qualify must be given (examples are patients without a specific prior therapy or responders when looking at duration of response).   Again, background information about this patient subset is desirable.



Since the objectives section and the statistical section should correspond, any objective for which analysis is unfeasible should be deleted.  Also, the estimates and non-statistical assumptions of the statistical section should be supported by discussion in the background section.


13.2
For randomized studies comparing a new therapy to a standard therapy, a separate paragraph is required to show that the analysis will lead to valid conclusions about minorities and/or women.  Consult statistician.

14.0
REGISTRATION GUIDELINE


14.1
Specify phone number to register the patients.  Also identify whether the patients will be randomized or stratified.


14.2
Specify the forms and records needed for registration:  Informed Consent, Registration/Eligibility Worksheet, Flow Sheet, etc.  



Note: At the time of registration, two copies of a signed and dated patient Informed Consent form with Bill of Rights must be available (an original for patient’s medical chart; one copy for the patient; and the other for the PI’s file).  
15.0
biohazard comtainment

Describe how to deal with biohazard materials.  Describe Radiation Safety Committee and/or Biohazard Committee activities, if applicable.  

16.0
ETHICAL AND REGULATORY CONSIDERATIONS

The following statement should be included in this section:  All institutional and Federal regulations concerning the Informed Consent form will be fulfilled.  The study will be conducted in adherence to ICH Good Clinical Practice.

17.0
REFERENCES

17.1
All references should be numbered and listed in the order that they appear in the protocol.  The general rules to be followed when listing these references are outlined below.



A. 
Punctuate names only by a comma between complete names; no internal punctuation (Coltman CA Jr, Knight WA III).



B.
Capitalize only the first word in the title of an article or chapter, unless there are proper names included (drugs, people, etc.)



C.
Follow the names of the authors with a period before the title of the article.



D.
No punctuation is needed between the journal name and year of publication.



E.
Always include the page numbers of the article, volume number and year of 
publication.



F. 
Double space between each complete citation.



Examples:



Journal:
Bodey GP, Hewlett JS, Coltman CA Jr, Rodriguez V, Freireich EJ.  Adriamycin in the treatment of childhood solid tumors.  Cancer 
36:1572-1576, 1975.



Book:  Freireich EJ.  Childhood Solid Tumors.  Second edition.  Baltimore: Williams and Wilkins, 110-147, 1972.



Book Chapter:  Huguley CM, Calch CM.  The chronic leukemias.  In:  HF Coon, ed.  Current therapy.  Philadelphia: WB Saundes, 286-288, 1972.



Abstract:  Glucksberg H, Rivkin S, Rasmussen S. Adjuvant chemotherapy for operable breast cancer with positive axillary nodes.  ASCO 1981: #C-367.

APPENDICES
(Include any desired tables, scales, questionnaires, etc.)


Appendix I:
Toxicity Scale (if applicable)


Appendix II:
Informed Consent, Parental Permission, Child &/or Adolescent Assent (if applicable)


Appendix III:
Questionnaires &/or Survey Forms (if applicable)
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