TEMPLATE INSTRUCTIONS

The protocol template is a tool to facilitate rapid protocol development.  It is not intended to supersede the role of the Protocol Chair in the authoring and scientific development of the protocol.  It contains the “boilerplate” language commonly required in protocols submitted to CTEP.  All sections may be modified as necessary to meet the scientific aims of the study and development of the protocol.  

1.
Each protocol template consists of two parts: 

(a) Protocol Submission Worksheet:  available at 

http://ctep.cancer.gov/guidelines/templates.html.  This document contains prompts for required administrative information. 

(b)
Main Body and Appendices of the protocol:  attached below.  This document provides standard language plus instructions and prompts for information.

2.
The Protocol Submission Worksheet and Protocol Template documents should be completed, and both documents (including the Appendices) should be submitted to CTEP for review.

3.
All sections in the Protocol Template should be retained to facilitate rapid review.  If not appropriate for a given study, please insert “Not Applicable” after the section number and delete unneeded text.

4.
All protocol template instructions and prompts are in italics.  Blank space or ________ indicates that you should fill in the appropriate information.  As you complete the information requested, please delete the italicized text.

5.
Please redline, highlight or underline new or modified text as this will facilitate rapid review.

6.
For problems or questions encountered when using these documents (Protocol Submission Worksheet or Protocol Template), please contact the CTEP help desk by telephone (301-840-8202), fax (301-948-2242), or e-mail (ncictephelp@ctep.nci.nih.gov).

NCI Protocol #:

To be assigned by the NCI.  For cooperative group studies, the NCI will utilize the local group protocol #.
Local Protocol #:

Please insert your local protocol # for this study.

TITLE:  A Phase 2 Study of   Study Agent  in   Study Disease  

Use MedDRA terminology for study disease.  Please refer to the CTEP web site (http://ctep.cancer.gov/guidelines/codes.html# ) for a complete list of MedDRA disease terms.
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If this study includes an investigational agent supplied by the NCI Division of Cancer Treatment and Diagnosis and will involve a Canadian institution(s), a Clinical Trials Application (CTA) will need to be submitted to the Canadian Health Products and Food Branch (HPFB) for their participation in the study.  A Canadian investigator should be designated to be responsible for preparing and submitting the CTA to the Canadian HPFB for the Canadian institution(s).  Procedures and forms for preparing and submitting a CTA to the Canadian HPFB are available at  http://www.hc-sc.gc.ca/hpfb-dgpsa/index_e.html.  A copy of the “No Objection” letter should be forwarded to the Pharmaceutical Management Branch at (fax) 301-402-0429 when available.

Statistician:
Name

(if applicable)
Address

Address

Telephone

Fax
e-mail address

Responsible Research

Nurse:
Name

Address

Address

Telephone

Fax 

e-mail address
Responsible Data

Manager:
Name

Address

Address

Telephone

Fax 

e-mail address
NCI Supplied Agent:
   Study Agent (NSC #; IND #)   
Protocol Version Date:
_____(Date)_____


SCHEMA
Please provide a schema for the study.  If preferred, a summary or synopsis may be provided.

TABLE OF CONTENTS

Page

SCHEMA
i

1.
OBJECTIVES
1

2.
BACKGROUND
1

2.1
Study Disease
1

2.2
Study Agent


2.3
Rationale


3.
PATIENT SELECTION


3.1
Eligibility Criteria 


3.2
Exclusion Criteria


3.3
Inclusion of Women and Minorities


4.
TREATMENT PLAN


4.1
__(Study Agent)   Administration


4.2
Supportive Care Guidelines


4.3
Duration of Therapy


5.
DOSING DELAYS/DOSE MODIFICATIONS


6.
PHARMACEUTICAL INFORMATION


7.
CORRELATIVE/SPECIAL STUDIES


8.
STUDY CALENDAR


9.
MEASUREMENT OF EFFECT


9.1
Definitions


9.2
Guidelines for Evaluation of Measurable Disease


9.3
Response Criteria


9.4
Confirmatory Measurement/Duration of Response


9.5
Progression-Free Survival


9.6
Response Review


10.
REGULATORY AND REPORTING REQUIREMENTS


10.1
Expedited Adverse Event Reporting


10.1.1 Expedited Reporting Guidelines


10.1.2 Expected Adverse Event Reporting Exclusions 


10.1.3 Secondary AML/MDS


10.2
Data Reporting


10.3
CTEP Multicenter Guidelines


10.4
Cooperative Research and Development Agreement (CRADA)/

Clinical Trials Agreement (CTA)


11.
STATISTICAL CONSIDERATIONS


REFERENCES


INFORMED CONSENT TEMPLATE


ADDENDUM TO INFORMED CONSENT TEMPLATE


APPENDICES

APPENDIX A
Performance Status Criteria
A-1
APPENDIX B
CTEP Multicenter Guidelines
B-1

1.
OBJECTIVES
1.1.
Please insert primary protocol objectives.
1.2.
Please insert secondary protocol objectives, if pertinent.
2.
BACKGROUND
2.1

 Study Disease
Please provide background information on the study disease.
2.2

Study Agent
Please provide background information on the investigational study agent, including information to support safety issues and the rationale for the starting dose chosen. 
2.3

Rationale
Please provide the background rationale for evaluating this therapy in this disease.
3.
PATIENT SELECTION
3.1

Eligibility Criteria
3.1.1
Patients must have histologically or cytologically confirmed   Study Disease.   Please specify eligible disease(s)/stage(s) using Medical Dictionary for Regulatory Activities (MedDRA) terms (http://ctep.cancer.gov/guidelines/codes.html#).
3.1.2
Please insert appropriate criteria for the particular patient population.  Note: Lesions are either measurable or non-measurable using the criteria provided in section 9.  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) as >20 mm with conventional techniques or as >10 mm with spiral CT scan.  See section 9.2 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).
3.1.3
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).
3.1.4
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     Study Agent   in patients <18 years of age, children are excluded from this study but will be eligible for future pediatric single-agent trials, if applicable.

3.1.5
Life expectancy of greater than    [#weeks or months] .

3.1.6
ECOG performance status 2 (Karnofsky 60%; see Appendix A).

3.1.7
Patients must have normal organ and marrow function as defined below:

· leukocytes
3,000/L

· absolute neutrophil count
1,500/L

· platelets
100,000/L

· 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

3.1.8
Please insert other appropriate eligibility criteria.
3.1.9
Please use or modify the following paragraph as appropriate.
The effects of   Study Agent   on the developing human fetus at the recommended therapeutic dose are unknown.  For this reason and because   Agent Class   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 participating in this study, she should inform her treating physician immediately.

3.1.10
Ability to understand and the willingness to sign a written informed consent document.

3.2

Exclusion Criteria
3.2.1
Patients who have had chemotherapy or radiotherapy within 4 weeks (6 weeks for nitrosoureas or mitomycin C) prior to entering the study or those who have not recovered from adverse events due to agents administered more than 4 weeks earlier.

3.2.2
Patients may not be receiving any other investigational agents.

3.2.3
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.

3.2.4
History of allergic reactions attributed to compounds of similar chemical or biologic composition to   Study Agent  .

3.2.5
Please insert appropriate agent-specific exclusion criteria.
3.2.6
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 that would limit compliance with study requirements. 

3.2.7
The investigator(s) must state a medical or scientific reason if pregnant or nursing patients or patients who are cancer survivors or those who are HIV-positive will be excluded from the study. The full text of the Policies, Guidelines, and Procedures pertinent to this requirement is available on the CTEP web site (http://ctep.cancer.gov/guidelines/pregnant.html and http://ctep.cancer.gov/guidelines/hiv.html).  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  .




Patients with immune deficiency are at increased risk of lethal infections when treated with marrow-suppressive therapy.  Therefore, HIV-positive patients receiving combination anti-retroviral therapy are excluded from the study because of possible pharmacokinetic interactions with   Study Agent .  Appropriate studies will be undertaken in patients receiving combination anti-retroviral therapy when indicated. 

3.3 Inclusion of Women and Minorities
Both men and women and members of all races and ethnic groups are eligible for this trial.  
4.
TREATMENT PLAN
4.1

  Study Agent   Administration
Treatment will be administered on an   inpatient/outpatient   basis.  Reported adverse events and potential risks are described in Section 6.  Appropriate dose modifications for   Study Agent   are described in Section 5.  No investigational or commercial agents or therapies other than those described below may be administered with the intent to treat the patient’s malignancy.

Please describe the regimen and state any special precautions or warnings relevant for study agent administration (e.g., incompatibility of the agent with commonly used intravenous solutions, necessity of administering agent with food, premedications, etc.).  Please refer to the CTEP web site (http://ctep.cancer.gov/guidelines/nomenclature.html) for Guidelines for Treatment Regimen Expression and Nomenclature.

4.2

Supportive Care Guidelines
Please state guidelines for use of appropriate supportive care medications or treatments.
4.3

Duration of Therapy
In the absence of treatment delays due to adverse event(s), treatment may continue for    [# cycles]   or until one of the following criteria applies:

· Disease progression,

· Intercurrent illness that prevents further administration of treatment,

· Unacceptable adverse event(s),

· Patient decides to withdraw from the study, or

· General or specific changes in the patient’s condition render the patient unacceptable for further treatment in the judgment of the investigator.

5.
DOSING DELAYS/DOSE MODIFICATIONS
Treatment plans should explicitly identify when treatment (typically dosage) modifications are appropriate.  Treatment modifications and the factors predicating treatment modification should be explicit and clear.  If dose modifications are anticipated, please provide a dose de-escalation schema with treatment modifications expressed as a specific dose or amount rather than as a percentage of the starting or previous dose.

6.
PHARMACEUTICAL INFORMATION
Study Agent (NSC #; IND #)  

Confidential pharmaceutical information for investigational study agents supplied by CTEP will be provided as an attachment to the approved Letter of Intent (LOI) response and should be inserted here (with the exception of the list of reported adverse events and potential risks).

Reported Adverse Events and Potential Risks

The list entitled “Reported Adverse Events and Potential Risks” in the pharmaceutical information sheet (see above) should be inserted here.

Availability
  Study Agent   is an investigational agent supplied to investigators by the Division of Cancer Treatment and Diagnosis (DCTD), NCI.

If the study agent is provided by NCI under a Cooperative Research and Development Agreement (CRADA) or Clinical Trials Agreement (CTA) with the manufacturer, the appropriate text below must be included in the protocol and the incorrect text deleted.  Information on the study agent’s CRADA/CTA status will be provided in the approved LOI response.
  Study Agent   is provided to the NCI under a Cooperative Research and Development Agreement (CRADA) between   Agent Manufacturer   and the DCTD, NCI (see Section 10.4).

Study Agent   is provided to the NCI under a Clinical Trials Agreement (CTA) between    Agent Manufacturer   and the DCTD, NCI (see Section 10.4).

Agent Ordering
NCI-supplied agents may be requested by the Principal Investigator (or their authorized designees) at each participating institution.  Pharmaceutical Management Branch (PMB) policy requires that the agent be shipped directly to the institution where the patient is to be treated.  PMB does not permit the transfer of agents between institutions (unless prior approval from PMB is obtained).  Completed Clinical Drug Requests (NIH-986) should be submitted to the PMB by fax (301) 480-4612 or mailed to the Pharmaceutical Management Branch, CTEP, DCTD, NCI, 9000 Rockville Pike, EPN Rm. 7149, Bethesda, MD 20892.

Agent Accountability
The Investigator, or a responsible party designated by the investigator, must maintain a careful record of the inventory and disposition of all agents received from DCTD using the NCI Drug Accountability Record Form.  See the CTEP web site for Policy and Guidelines for Accountability and Storage of Investigational Drugs (http://ctep.cancer.gov/requisition/storage.html).

7.
CORRELATIVE/SPECIAL STUDIES
Please describe all planned correlative studies with reference to the “Guidelines for Correlative Studies in Clinical Trials” provided with the LOI response.  Information on endpoint validation including background, description of the assay(s) used, materials and methods, and assay validation should be provided below or in an appendix.  Explicit instructions for handling, preserving, and shipping the specimens should be provided below.  A plan for statistical analysis of the results of the correlative study(ies) should be provided in Section 11.4, Analysis of Secondary Endpoints.

If development of diagnostic assays to identify patients who might benefit from a molecularly targeted therapy is planned, validation in a central reference laboratory, tissue banking, and standardization of procedures is of high importance.  If samples will be shipped to a central laboratory for processing and analysis, responsible parties and contact information should be provided below in addition to instructions for handling, preserving, and shipping the specimens.

A correlative study title using meaningful descriptive text should be provided for each planned correlative study using the Protocol Submission Worksheet found on the CTEP web site (http://ctep.cancer.gov/forms/index.html ).  These titles will facilitate documentation of contributions to basic science in the context of the clinical trial.

8.
STUDY CALENDAR
Schedules shown in the Study Calendar below are provided as an example and should be modified as appropriate.
Baseline evaluations are to be conducted within 1 week prior to administration of protocol therapy.  Scans and x-rays must be done 4 weeks prior to the start of therapy.  In the event that the patient’s condition is deteriorating, laboratory evaluations should be repeated within 48 hours prior to initiation of the next cycle of therapy.
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	Tumor measurements
	X
	Tumor measurements are repeated every   [# weeks]    weeks.  Documentation (radiologic) must be provided for patients removed from study for progressive disease.
	Xd

	Radiologic evaluation
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	Radiologic measurements should be performed every   [#  weeks]    weeks.
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	a:
Study Agent: Dose as assigned; route/schedule.

b:
Albumin, alkaline phosphatase, total bilirubin, bicarbonate, BUN, calcium, chloride, creatinine, glucose, LDH, phosphorus, potassium, total protein, SGOT[AST], SGPT[ALT], sodium.

c:
Serum pregnancy test (women of childbearing potential).

d:
Off-study evaluation.  Two consecutive measurements taken 4 weeks apart must be used to document progressive disease if the patient is removed from study for this reason.


9.
MEASUREMENT OF EFFECT
Please provide response criteria.  If the criteria for solid tumors below are not applicable, the investigator(s) should provide disease-appropriate criteria (e.g., for specific hematologic malignancies) with references, and all solid tumor criteria should be deleted.
For the purposes of this study, patients should be reevaluated 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.

9.1
Definitions
Response and progression will be evaluated in this study using the new international criteria proposed by the Response Evaluation Criteria in Solid Tumors (RECIST) Committee [JNCI 92(3):205-216, 2000].  Changes in only the largest diameter (unidimensional measurement) of the tumor lesions are used in the RECIST criteria. Note:  Lesions are either measurable or non-measurable using the criteria provided below. The term “evaluable” in reference to measurability will not be used because it does not provide additional meaning or accuracy.

9.1.1 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 with conventional techniques (CT, MRI, x-ray) or as >10 mm with spiral CT scan.  All tumor measurements must be recorded in millimeters (or decimal fractions of centimeters).

9.1.2 Non-measurable disease
All other lesions (or sites of disease), including small lesions (longest diameter <20 mm with conventional techniques or <10 mm using spiral CT scan), are considered non-measurable disease.  Bone lesions, leptomeningeal disease, ascites, pleural/pericardial effusions, lymphangitis cutis/pulmonis, inflammatory breast disease, abdominal masses (not followed by CT or MRI), and cystic lesions are all non-measurable.

9.1.3 Target lesions
All measurable lesions up to a maximum of five lesions per organ and 10 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) and their suitability for accurate repeated measurements (either by imaging techniques or clinically).  A sum of the longest diameter (LD) for all target lesions will be calculated and reported as the baseline sum LD.  The baseline sum LD will be used as reference by which to characterize the objective tumor response.

9.1.4 Non-target lesions

All other lesions (or sites of disease) should be identified as non-target lesions and should also be recorded at baseline.  Non-target lesions include measurable lesions that exceed the maximum numbers per organ or total of all involved organs as well as non-measurable lesions.  Measurements of these lesions are not required, but the presence or absence of each should be noted throughout follow-up. 

9.2

Guidelines 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.

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.

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 when both methods have been used to assess the antitumor effect of a treatment.

Clinical lesions.  Clinical lesions will only be considered measurable when they are superficial (e.g., skin nodules and palpable lymph nodes).  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.  These techniques should be performed with cuts of 10 mm or less in slice thickness contiguously.  Spiral CT should be performed using a 5 mm contiguous reconstruction algorithm.  This applies to tumors of the chest, abdomen, and pelvis.  Head and neck tumors and those of extremities usually require specific protocols.

Ultrasound (US).  When the primary endpoint of the study is objective response evaluation, US should not be used to measure tumor lesions.  It is, however, a possible alternative to clinical measurements of superficial palpable lymph nodes, subcutaneous lesions, and thyroid nodules.  US might also be useful to confirm the complete disappearance of superficial lesions usually assessed by clinical examination.

Endoscopy, Laparoscopy.  The utilization of these techniques for objective tumor evaluation has not yet been fully and widely validated.  Their uses in this specific context require sophisticated equipment and a high level of expertise that may only be available in some centers.  Therefore, the utilization of such techniques for objective tumor response should be restricted to validation purposes in reference centers. However, such techniques may be useful to confirm complete pathological response when biopsies are obtained.

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 additional criteria for standardized usage of prostate-specific antigen (PSA) and CA-125 response in support of clinical trials are being developed.

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.

9.3

Response Criteria

9.3.1
Evaluation of target lesions
Complete Response (CR):
Disappearance of all target lesions

Partial Response (PR):

At least a 30% decrease in the sum of the longest diameter (LD) of target lesions, taking as reference the baseline sum LD

Progressive Disease (PD):

At least a 20% increase in the sum of the LD of target lesions, taking as reference the smallest sum LD recorded since the treatment started or the appearance of one or more new lesions

Stable Disease (SD):


Neither sufficient shrinkage to qualify for PR nor sufficient increase to qualify for PD, taking as reference the smallest sum LD since the treatment started

9.3.2
Evaluation of non-target lesions
Complete Response (CR):
Disappearance of all non-target lesions and normalization of tumor marker level

Incomplete Response/

Stable Disease (SD):

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

Although a clear progression of “non-target” lesions only is exceptional, in such circumstances the opinion of the treating physician should prevail, and the progression status should be confirmed at a later time by the review panel (or study chair).

Note:  If tumor markers are initially above the upper normal limit, they must normalize for a patient to be considered in complete clinical response.

9.3.3
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 (see section 9.3.1).

	Target Lesions
	Non-Target Lesions
	New Lesions
	Overall Response

	CR
	CR
	No
	CR

	CR
	Incomplete response/SD
	No
	PR

	PR
	Non-PD
	No
	PR

	SD
	Non-PD
	No
	SD

	PD
	Any
	Yes or No
	PD

	Any
	PD
	Yes or No
	PD

	Any
	Any
	Yes
	PD


Note:

· Patients with a global deterioration of health status requiring discontinuation of treatment without objective evidence of disease progression at that time should be classified as having “symptomatic deterioration.”  Every effort should be made to document the objective progression, even after discontinuation of treatment.

· In some circumstances, it may be difficult to distinguish residual disease from normal tissue.  When the evaluation of complete response depends on this determination, it is recommended that the residual lesion be investigated (fine needle aspirate/biopsy) before confirming the complete response status.

9.4

Confirmatory Measurement/Duration of Response

9.4.1
Confirmation
To be assigned a status of PR or CR, changes in tumor measurements must be confirmed by repeat assessments that should be performed    [# weeks, no less than 4] after the criteria for response are first met.  In the case of SD, follow-up measurements must have met the SD criteria at least once after study entry at a minimum interval of  [# weeks, not less than 6-8 weeks]   (see section 9.3.3).

9.4.2
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 recurrent disease is objectively documented.

9.4.3
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. 

9.5

Progression-Free Survival

Include this section if time to progression or progression-free survival (PFS) are to be used.  PFS is defined as the duration of time from start of treatment to time of progression.
Uncontrolled trials using PFS as a primary endpoint should be considered on a case by case basis.  The methodology to be applied should be thoroughly described in the protocol.
9.6

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. 

Note:
When a review of the radiological images is to take place, it is also recommended that images be free of marks that might obscure the lesions or bias the evaluation of the reviewer(s).

10.
REGULATORY AND REPORTING REQUIREMENTS

Expedited adverse event (AE) reporting for this study is via AdEERS (Adverse Event Expedited Reporting System), accessed via the secure CTEP web site https://webapps.ctep.nci.nih.gov/openapps/plsql/gadeers_main$.startup).  The reporting procedures to be followed are presented in the “NCI Guidelines: Expedited Adverse Event Reporting Requirements for NCI Investigational Agents” which can be downloaded from the CTEP web site (http://ctep.cancer.gov/reporting/adeers.html). 

The descriptions and grading scales found in the revised NCI Common Terminology Criteria for Adverse Events (CTCAE) version 3.0 will be utilized for adverse event reporting.  All appropriate treatment areas should have access to a copy of the CTCAE version 3.0.  A list of adverse events that have occurred or might occur (Reported Adverse Events and Potential Risks) can be found in Section 6 (Pharmaceutical Information).  A copy of the CTCAE version 3.0 can be downloaded from the CTEP web site (http://ctep.cancer.gov/reporting/ctc.html).  

10.1
Expedited Adverse Event Reporting
(AE; formerly known as Adverse Drug Reaction)

Expedited reports are submitted to CTEP via the secure AdEERS application accessed via the CTEP web site (https://webapps.ctep.nci.nih.gov/openapps/plsql/gadeers_main$.startup).  Those AEs that do not require expedited reporting must be reported in routine (CDUS) study data submissions.  AEs reported through AdEERS must also be reported in routine study data submissions.

10.1.1
Expedited Reporting Guidelines – Phase 2 studies with investigational agents (including hospitalization defined in bullet 1 below)

	Unexpected Event
	Expected Event

	Grades 2 – 3

Attribution of Possible, Probable or Definite
	Grades 4 and 5

Regardless of Attribution
	Grades 1 - 3
	Grades 4 and 5

Regardless of Attribution

	Expedited report within 10 working days.

(Grade 1 Adverse Event Expedited Reporting NOT required.)
	Report by phone to IDB within 24 hrs.  Expedited report to follow within 10 working days.

This includes all deaths within 30 days of the last dose of treatment with an investigational agent regardless of attribution.

Any late death attributed to the agent (possible, probable, or definite) should be reported within 10 working days.


	Adverse Event Expedited Reporting NOT required.
	Expedited report, including Grade 5 Aplasia in leukemia patients, within 10 working days.

This includes all deaths within 30 days of the last dose of treatment with an investigational agent regardless of attribution.

Any late death attributed to the agent (possible, probable, or definite) should be reported within 10 working days.

Grade 4 Myelosuppression not to be reported, but should be submitted as part of study results. Other Grade 4 events that do not require expedited reporting would be specified in the protocol.


· For Hospitalization only – Any medical event equivalent to CTCAE grade 3, 4, or 5 that precipitated hospitalization (or prolongation of existing hospitalization) must be reported regardless of designation as expected or unexpected and attribution with the exception of events listed in Section 10.1.2 (Expedited Adverse Event Reporting Exclusions).

· Adverse events that require notification to IDB within 24 hours should be made via the web at: https://webapps.ctep.nci.nih.gov/openapps/plsql/gader_navigate$.startup.
· Use the NCI Protocol Number on all reports.




10.1.2
Expedited Adverse Event Reporting Exclusions


If there are serious AEs known to be associated with   [Study Agent] and/or [study disease] that are not appropriate for expedited reporting, they should be listed here using CTCAE version 3.0 terms.  Examples of events that might be expected are grade 4 diarrhea or grade 3 diarrhea with hospitalization, provided that supportive therapy is included in the protocol treatment; grade 2 or 3 seizures with hospitalization in a study of patients with glioblastoma multiforme; or neutrophils/granulocytes (ANC/AGC) <1.0 x 109/L with or without fever and/or hospitalization on a bone marrow transplantation study. These events should be reported using routine (CDUS) reporting.  Suggested text and a table format are provided below.  This section should be marked “N/A” and the text and table below deleted if there are no excluded adverse events to be listed.

For this protocol, the following adverse events are specifically excluded from expedited AE reporting:

	CTCAE Category
	Adverse Event
	Grade
	Hospitalization/ Prolongation of Hospitalization
	Comments

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	


Note:  All deaths on study must be reported using expedited reporting regardless of causality.  Attribution to treatment or other cause should be provided.

10.1.3
Secondary AML/MDS

Investigators are required to report cases of secondary AML/MDS occurring on or following treatment on NCI-sponsored chemotherapy protocols using the NCI/CTEP Secondary AML/MDS Report Form.  This form can be downloaded from the CTEP web site (http://ctep.cancer.gov/reporting/index.html).  Second malignancies and non-AML/MDS secondary malignancies (e.g., endometrial cancer in a breast cancer patient receiving tamoxifen) should NOT be reported via AdEERS but should be submitted as part of the study results via routine CDUS reporting.

10.2
Data Reporting
This study will be monitored by the Clinical Data Update System (CDUS) version 3.0.  Cumulative CDUS data will be submitted quarterly to CTEP by electronic means.  Reports are due January 31, April 30, July 31, and October 31.  Instructions for submitting data using the CDUS can be found on the CTEP web site (http://ctep.cancer.gov/reporting/cdus.html).
10.3
CTEP Multicenter Guidelines
This section should be marked “N/A” if this study is being performed within a single institution.  A copy of the CTEP Multicenter Guidelines is provided in Appendix B and should be inserted here for multi-institutional trials.

10.4
Cooperative Research and Development Agreement (CRADA)/Clinical Trials Agreement (CTA)
If the study agent is provided by CTEP under a Cooperative Research and Development Agreement (CRADA) or Clinical Trials Agreement (CTA) with the manufacturer, this section must be included in the protocol, but the inappropriate text [Clinical Trials Agreement (CTA) or Cooperative Research and Development Agreement (CRADA)] should be deleted. Information on the study agent’s CRADA/CTA status will be provided in the approved LOI response. If neither a CRADA nor CTA applies to the study agent, this section should be marked “N/A” and the text below deleted. 
The agent(s), supplied by CTEP, DCTD, NCI, used in this protocol is/are provided to the NCI under a Collaborative Agreement (CRADA, CTA) between the Pharmaceutical Company(ies) [hereinafter referred to as ACollaborator(s)@] and the NCI Division of Cancer Treatment and Diagnosis.  Therefore, the following obligations/guidelines, in addition to the provisions in the AIntellectual Property Option to Collaborator@ contained within the terms of award, apply to the use of  Agent(s) in this study:

1.
Agent(s) may not be used for any purpose outside the scope of this protocol, nor can Agent(s) be transferred or licensed to any party not participating in the clinical study.  Collaborator(s) data for Agent(s) are confidential and proprietary to Collaborator(s) and shall be maintained as such by the investigators.  The protocol documents for studies utilizing investigational agents contain confidential information and should not be shared or distributed without the permission of the NCI.  If a copy of this protocol is requested by a patient participating on the study or patient’s family member, the individual should sign a confidentiality agreement.  A suitable model agreement can be downloaded from http://ctep.cancer.gov.

2.
For a clinical protocol where there is an investigational Agent used in combination with (an)other investigational Agent(s), each the subject of different collaborative agreements, the access to and use of data by each Collaborator shall be as follows (data pertaining to such combination use shall hereinafter be referred to as "Multi-Party Data”.):

a.
NCI must provide all Collaborators with prior written notice regarding the existence and nature of any agreements governing their collaboration with NIH, the design of the proposed combination protocol, and the existence of any obligations that would tend to restrict NCI's participation in the proposed combination protocol.

b.
Each Collaborator shall agree to permit use of the Multi-Party Data from the clinical trial by any other Collaborator solely to the extent necessary to allow said other Collaborator to develop, obtain regulatory approval, or commercialize its own investigational agent.

c.
Any Collaborator having the right to use the Multi-Party Data from these trials must agree in writing prior to the commencement of the trials that it will use the Multi-Party Data solely for development, regulatory approval, and commercialization of its own investigational agent.

3.
Clinical Trial Data and Results and Raw Data developed under a collaborative agreement will be made available exclusively to Collaborator(s), the NCI, and the FDA, as appropriate.  All data made available will comply with HIPAA regulations.

4.
When a Collaborator wishes to initiate a data request, the request should first be sent to the NCI, who will then notify the appropriate investigators (Group Chair for Cooperative Group studies, or PI for other studies) of Collaborator's wish to contact them.

5.
Any data provided to Collaborator(s) for phase 3 studies must be in accordance with the guidelines and policies of the responsible Data Monitoring Committee (DMC), if there is a DMC for this clinical trial.

6.
Any manuscripts reporting the results of this clinical trial must be provided to CTEP for immediate delivery to Collaborator(s) for advisory review and comment prior to submission for publication.  Collaborator(s) will have 30 days from the date of receipt for review.  Collaborator shall have the right to request that publication be delayed for up to an additional 30 days in order to ensure that Collaborator’s confidential and proprietary data, in addition to Collaborator(s)’s intellectual property rights, are protected.  Copies of abstracts must be provided to CTEP for forwarding to Collaborator(s) for courtesy review as soon as possible and preferably at least three (3) days prior to submission, but in any case, prior to presentation at the meeting or publication in the proceedings.  Press releases and other media presentations must also be forwarded to CTEP prior to release.  Copies of any manuscript, abstract, and/or press release/ media presentation should be sent to:

Regulatory Affairs Branch, CTEP, DCTD, NCI





6130 Executive Boulevard, Suite 7111

Rockville, MD  20852



FAX 301-402-1584




E-mail: anshers@ctep.nci.nih.gov

The Regulatory Affairs Branch will then distribute them to Collaborator(s).  No publication, manuscript or other form of public disclosure shall contain any of Collaborator’s confidential/proprietary information.

11.
STATISTICAL CONSIDERATIONS
11.1
Study Design/Endpoints
Please specify the study design and primary endpoints.  The design should provide for early termination for sufficiently discouraging results (e.g., by use of a 2-stage design).  For the primary endpoint, indicate the “promising range”, the range of true values sufficiently promising to justify further testing of the agent (e.g., true response rate of at least 20%).  Likewise, for the primary endpoint indicate the “discouraging” range, a range of values sufficiently discouraging to justify no further testing of the agent (e.g., true response rate no greater than 5%).  Define the decision rule for declaring the agent promising based on the observed value of the primary endpoint.  Give the probability of a positive result, given that the true value falls within the promising range, and the probability of a negative result (along with the probability of early negative termination), given that the true value falls within the discouraging range.
11.2
Sample Size/Accrual Rate
Please specify the planned sample size and accrual rate (e.g., patients/month).
11.3
Stratification Factors
Please specify any planned patient stratification factors.  Indicate whether interim monitoring and efficacy determination will be done for each stratum individually.

11.4
Analysis of Secondary Endpoints

If secondary endpoints are included in this study, please specify how they will be analyzed.  In particular, brief descriptions should be given of analyses of pharmacokinetic, biologic, and correlative laboratory endpoints.
11.5 Reporting and Exclusions

11.5.1
Evaluation of toxicity.  All patients will be evaluable for toxicity from the time of their first treatment with   [Study Agent]  .

11.5.2
Evaluation of response.  All patients included in the study must be assessed for response to treatment, even if there are major protocol treatment deviations or if they are ineligible.  Each patient will be assigned one of the following categories:  1) complete response, 2) partial response, 3) stable disease, 4) progressive disease, 5) early death from malignant disease, 6) early death from toxicity, 7) early death because of other cause, or 9) unknown (not assessable, insufficient data).  [Note:  By arbitrary convention, category 9 usually designates the “unknown” status of any type of data in a clinical database.]

All of the patients who met the eligibility criteria (with the possible exception of those who received no study medication) should be included in the main analysis of the response rate.  Patients in response categories 4-9 should be considered as failing to respond to treatment (disease progression).  Thus, an incorrect treatment schedule or drug administration does not result in exclusion from the analysis of the response rate.  Precise definitions for categories 4-9 will be protocol specific. 

All conclusions should be based on all eligible patients.  Subanalyses may then be performed on the basis of a subset of patients, excluding those for whom major protocol deviations have been identified (e.g., early death due to other reasons, early discontinuation of treatment, major protocol violations, etc.).  However, these subanalyses may not serve as the basis for drawing conclusions concerning treatment efficacy, and the reasons for excluding patients from the analysis should be clearly reported.  The 95% confidence intervals should also be provided. 
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INFORMED CONSENT TEMPLATE
NOTE: 

*Model text is in bold.

*Instructions are in [italics].

*            Indicates that the investigator should fill in the appropriate information.

STUDY TITLE















This is a clinical trial (a type of research study).  Clinical trials include only patients who choose to take part.  Please take your time to make your decision.  Discuss it with your friends and family.
[Attach NCI booklet “Taking Part in Clinical Trials:  What Cancer Patients Need To Know.”]

You are being asked to take part in this study because you have        TYPE OF        cancer.
[Reference and attach information about the type of cancer (and eligibility requirements, if desired).]

WHY IS THIS STUDY BEING DONE?

The purpose of this study is to 













 .

[Applicable text:]

Find out what effects (good and bad)       STUDY AGENT      has on you and your        TYPE OF        cancer. 

This research is being done because











 .

[Explain in one or two sentences.  Examples are:  "Currently, there is no effective treatment for this type of cancer," or "We do not know which of these two commonly-used treatments is better."]

HOW MANY PEOPLE WILL TAKE PART IN THE STUDY?

[If appropriate:]

About              people will take part in this study.
WHAT IS INVOLVED IN THE STUDY?
[Provide simplified schema and/or calendar.]

[For nonrandomized and randomized studies:]

If you take part in this study, you will have the following tests and procedures:  

[List procedures and their frequency under the categories below.  For randomized studies, list the study groups and under each describe categories of procedures.  If blood will be drawn, indicate the total amount drawn in each procedure or test.  Include whether a patient will be at home, in the hospital, or in an outpatient setting.  If objectives include a comparison of interventions, list all procedures, even those considered standard.]


Procedures that are part of regular cancer care and may be done even if you do not join the study.


Standard procedures being done because you are in this study.

Procedures that are being tested in this study. 

HOW LONG WILL I BE IN THE STUDY?

We think you will be in the study for     MONTHS/WEEKS, UNTIL A CERTAIN EVENT   .

[Where appropriate, state that the study will involve long-term follow-up.]

The researcher may decide to take you off this study if 







 .
[List circumstances, such as in the participant’s medical best interest, funding is stopped, supply of agent(s) is insufficient, patient’s condition worsens, new information becomes available.]

You can stop participating at any time.  However, if you decide to stop participating in the study, we encourage you to talk to the researcher and your regular doctor first.  

[Describe any serious consequences of sudden withdrawal from the study.]

WHAT ARE THE RISKS OF THE STUDY?

While on the study, you are at risk for these side effects.  You should discuss these with the researcher and/or your regular doctor.  There also may be other side effects that we cannot predict.  Other agents will be given to make side effects less serious and uncomfortable.  Many side effects go away shortly after        STUDY AGENT       is stopped, but in some cases side effects can be serious or long-lasting or permanent. 

[List by regimen the physical and nonphysical risks of participating in the study in categories of “very likely” and “less likely but serious.”  Nonphysical risks may include such things as the inability to work.  Do not describe risks in a narrative fashion.  Highlight or otherwise identify side effects that may be irreversible or long-term or life-threatening.  The list of “Reported Adverse Events and Potential Risks” found in Section 6 of the protocol should be used as a basis for this list of risks rather than the “Agent-Specific Expected Adverse Events List” provided with the LOI response.]

Risks and side effects related to the     PROCEDURES, AGENTS, OR DEVICES     we are studying include:
[List risks related to the investigational aspects of the trial.  Specifically identify those that may not be reversible.]

Reproductive Risks:  Because the agents used in this study can affect an unborn baby, you should not become pregnant or father a baby while on this study.  You should not nurse your baby while on this study.  Ask about counseling and more information about preventing pregnancy. [Include a statement about possible sterility when appropriate.]

[Attach additional information about contraception, etc.]

For more information about risks and side effects, ask the researcher or contact

                                                                           .
[Reference and attach drug sheets, pharmaceutical information for the public, or other material on risks.]

WHAT ARE THE BENEFITS OF TAKING PART IN THE STUDY?

If you agree to take part in this study, there may or may not be direct medical benefit to you.  We hope the information learned from this study will benefit other patients with            TYPE OF CANCER        in the future.

WHAT OTHER OPTIONS ARE THERE?

Instead of being in this study, you have these options:
[List alternatives including commonly-used therapy and “No therapy at this time with care to help you feel more comfortable.”]

[If appropriate (for non-investigational treatments):]

You may get   STUDY TREATMENTS/AGENTS AT THIS CENTER AND OTHER CENTERS   even if you do not take part in the study.
Please talk to your regular doctor about these and other options.
[Reference and attach information about alternatives.]

WHAT ABOUT CONFIDENTIALITY?

Efforts will be made to keep your personal information confidential.  We cannot guarantee absolute confidentiality.  Your personal information may be disclosed if required by law.
Organizations that may inspect and/or copy your medical records including research records for quality assurance and data analysis include groups such as:

[List relevant agencies such as the National Cancer Institute, Food and Drug Administration, agent manufacturer, etc.]

WHAT ARE THE COSTS?

The Division of Cancer Treatment and Diagnosis, NCI, will provide you with

   STUDY AGENT   free of charge while you are being treated on this study.  Every effort will be made to ensure adequate supplies of the sponsored/supplied agent(s), free of charge, for all participants.  If the drug becomes commercially available for this indication, there is a remote possibility that you may be asked to purchase subsequent supplies.  Your physician will discuss this with you should this situation arise.  

Taking part in this study may lead to added costs to you or your insurance company.  Please ask about any expected added costs or insurance problems.
In the case of injury or illness resulting from this study, emergency medical treatment is available but will be provided at the usual charge.  No funds have been set aside to compensate you in the event of injury.
You or your insurance company will be billed for continuing medical care and/or hospitalization.
You will receive no payment for taking part in this study.
WHAT ARE MY RIGHTS AS A PARTICIPANT?

Taking part in this study is voluntary.  You may choose not to take part or may leave the study at any time.  Leaving the study will not result in any penalty or loss of benefits to which you are entitled.
We will tell you about new information that may affect your health, welfare, or willingness to stay on this study.

[Or when a Data Safety and Monitoring Board exists:]

A Data Safety and Monitoring Board, an independent group of experts, will be reviewing the data from this research throughout the study.  We will tell you about the new information from this study or other studies that may affect your health, welfare, or willingness to stay in this study. 

WHOM DO I CALL IF I HAVE QUESTIONS OR PROBLEMS?

For questions about the study or a research-related injury, contact the researcher                 NAME(S)              at   TELEPHONE NUMBER . 

For questions about your rights as a research participant, contact the

      NAME OF CENTER     Institutional Review Board (which is a group of people who review the research to protect your rights) at   TELEPHONE NUMBER .  [And, if available, list patient representative (or other individual who is not on the research team or IRB).] 

WHERE CAN I GET MORE INFORMATION?

You may call the Cancer Information Service at:

1-800-4-CANCER (1-800-422-6237) or TTY:  1-800-332-8615
Visit the NCI’s Web Sites…

cancerTrials:  comprehensive clinical trials information

http://www.cancer.gov/clinical_trials/
CancerNetTM:  accurate cancer information including PDQ

http://www.cancer.gov/cancer_information/ .
You will get a copy of this form.  You can also request a copy of the protocol (full study plan).
[Attach information materials and checklist of attachments.  Signature page should be at the end of package.]

SIGNATURE

I agree to take part in this study.

Participant                                                                               
Date _____________________ 
ADDENDUM TO INFORMED CONSENT TEMPLATE

I agree to allow the use of blood samples, other body fluids, and tissues obtained during testing, operative procedures, or other standard medical practices for further research purposes.

a.
I agree to the use of my specimens for research and teaching purposes related

to        PATIENT'S DISEASE      .

              Yes

               No

b.
I agree to be recontacted in the future to discuss whether I will give permission for my specimens to be used for genetic research.

              Yes

               No

c.
I agree to allow my specimens to be used for research unrelated to      PATIENT'S DISEASE    .

              Yes

               No
SIGNATURE

Participant                                                                               
Date _____________________ 
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.
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APPENDIX B

CTEP MULTICENTER GUIDELINES

If an institution wishes to collaborate with other participating institutions in performing a CTEP sponsored research protocol, then the following guidelines must be followed.

Responsibility of the Protocol Chair 
· The Protocol Chair will be the single liaison with the CTEP Protocol and Information Office (PIO).  The Protocol Chair is responsible for the coordination, development, submission, and approval of the protocol as well as its subsequent amendments.  The protocol must not be rewritten or modified by anyone other than the Protocol Chair.  There will be only one version of the protocol, and each participating institution will use that document.  The Protocol Chair is responsible for assuring that all participating institutions are using the correct version of the protocol.

· The Protocol Chair is responsible for the overall conduct of the study at all participating institutions and for monitoring its progress.  All reporting requirements to CTEP are the responsibility of the Protocol Chair. 

· The Protocol Chair is responsible for the timely review of Adverse Events (AE) to assure safety of the patients.

· The Protocol Chair will be responsible for the review of and timely submission of data for study analysis.

Responsibilities of the Coordinating Center
· Each participating institution will have an appropriate assurance on file with the Office for Human Research Protection (OHRP), NIH.  The Coordinating Center is responsible for assuring that each participating institution has an OHRP assurance and must maintain copies of IRB approvals from each participating site. 

·  Prior to the activation of the protocol at each participating institution, an OHRP form 310 (documentation of IRB approval) must be submitted to the CTEP PIO.

· The Coordinating Center is responsible for central patient registration.  The Coordinating Center is responsible for assuring that IRB approval has been obtained at each participating site prior to the first patient registration from that site.

· The Coordinating Center is responsible for the preparation of all submitted data for review by the Protocol Chair.

· The Coordinating Center will maintain documentation of AE reports.  There are two options for AE reporting: (1) participating institutions may report directly to CTEP with a copy to the Coordinating Center, or (2) participating institutions report to the Coordinating Center who in turn report to CTEP.  The Coordinating Center will submit AE reports to the Protocol Chair for timely review.
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· Audits may be accomplished in one of two ways:  (1) source documents and research records for selected patients are brought from participating sites to the Coordinating Center for audit, or (2) selected patient records may be audited on-site at participating sites.  If the NCI chooses to have an audit at the Coordinating Center, then the Coordinating Center is responsible for having all source documents, research records, all IRB approval documents, NCI Drug Accountability Record forms, patient registration lists, response assessments scans, x-rays, etc. available for the audit.

Inclusion of Multicenter Guidelines in the Protocol

· The protocol must include the following minimum information: 

· The title page must include the name and address of each participating institution and the name, telephone number and e-mail address of the responsible investigator at each participating institution.

· The Coordinating Center must be designated on the title page.

· Central registration of patients is required.  The procedures for registration must be stated in the protocol.

· Data collection forms should be of a common format.  Sample forms should be submitted with the protocol.  The frequency and timing of data submission forms to the Coordinating Center should be stated.

· Describe how AEs will be reported from the participating institutions, either directly to CTEP or through the Coordinating Center.


Agent Ordering
· Except in very unusual circumstances, each participating institution will order DCTD-supplied investigational agents directly from CTEP.  Investigational agents may be ordered by a participating site only after the initial IRB approval for the site has been forwarded by the Coordinating Center to the CTEP PIO. 
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