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1.0 BACKGROUND AND RATIONALE
1.1 Study Synopsis

Please include a concise summary of your trial, usually one paragraph in length, that describes an overview of your study design, number of patients, and hypothesis(es) being evaluated.
1.2 Disease Background (if applicable)
Please provide disease background information particularly relevant to your study.  Questions to be addressed may include the current standard of care and any relevant treatment issues or controversies.  Please justify why an investigational therapy or approach is warranted.
1.3 Study Agent(s) Background and Associated Known Toxicities

Please provide relevant background information about the study agent(s) that you are planning to use in the study and known toxicities. The following briefly explains what is required in this section:

· A summary of findings from non-clinical in vitro/in vivo studies that have potential clinical significance including information on mechanism of action, pharmacokinetics and safety.  This is particularly important for investigational agents, and may not be necessary for commercially available drugs, and/or drugs with sufficient clinical data. 

· A summary from relevant clinical studies, with focus on those that provide background for your study.   Please include important safety information, the rationale for the starting dose(s), information on clinical pharmacokinetics, and major route(s) of elimination.  If available, please include information on the metabolism of the agent(s) in humans and address any potential for drug interactions. 
1.4 Other Agents

This section may be required if your study focuses on either an investigational agent in combination with commercially available products, or if your primary objective focuses on only one of several commercial agents included in the study.  If needed, please provide background information on other agent(s) and/or treatments in this study that are not described in section 1.3, including rationale for including them in this study, their mechanism of action,  information to support safety issues and the rationale for the proposed starting dose scheme, if applicable.  For commercially available agents, detailed information on adverse events and potential risks should be deferred till Section 5.0 (Drug Information).  

1.5 Rationale

Discuss reasoning behind conducting the study, and your study design.  Include justification of your study endpoints.  This section should link the disease background with the study agent(s) under evaluation.
1.6 Correlative Studies

If applicable, please provide the background information on the planned correlative study(ies) including the biological rationale and hypothesis.  
2.0 STUDY OBJECTIVES

Please include a detailed description of Primary and Secondary objectives of the study. Each objective should receive a separate number, e.g. 2.1.1, 2.1.2., 2.2.2, 2.2.3.  As an example, the following guidelines can be used to describe these objectives: 

Statement of purpose: e.g., to describe, to measure, to compare, to estimate

General purpose:  e.g., efficacy, safety, immunogenicity, pharmacokinetics

Specific purpose: e.g., superiority to placebo

Name(s) of intervention: (e.g., vaccine, drug, biologic) being evaluated, specification of doses or dose ranges to be studied, dose regimens

Method of assessing how the objectives will be met: i.e., the study outcome measures
2.1 Primary Objectives

A typical primary objective for a phase I trial is:

“To determine the dose-limiting toxicity (DLT) and maximally tolerated dose (MTD) for (insert Study Agent) when administered (insert schedule and list other drugs given in combination with Study Agent, if applicable)”
A typical primary objective for a phase II trial is:

“To estimate the objective response rate as determined by (insert response criteria, e.g. RECIST 1.1) [ for (insert Study Agent) when administered (insert schedule and list other drugs given in combination with Study Agent, if applicable) in patients with (insert tumor type, etc.)”  Each objective (whether primary, secondary or exploratory) should receive a separate number, e.g. 2.1.1, 2.1.2, and should have a corresponding endpoint described in section 2.4.
2.2 Secondary Objectives 

Typical secondary objectives for a phase II trial include: 

“To describe the adverse events associated with (insert Study Agent)  when administered (insert schedule and list other drugs given in combination with Study Agent, if applicable) in patients with (insert tumor type)”

“To estimate progression free survival (PFS) and overall survival (OS) after administration of (insert Study Agent) when administered (insert schedule and list other drugs given in combination with Study Agent, if applicable) in patients with (insert tumor type, etc.)”

“To evaluate the impact of (insert Study  Agent) on quality of life as measured by (insert QOL tool)”
2.3 Exploratory Objectives

If applicable, please include objective(s) for your correlative studies
2.4 Endpoints

Specify which primary endpoint(s) will be used to answer your primary objective, and which secondary endpoints will be used to address your secondary objectives.  Endpoints should also be described for exploratory objectives as well.   A typical endpoint for the primary objective example in 2.1 would be “The objective response rate will be defined as the rate of complete responses (CR) + partial responses (PR) as determined by RECIST 1.1 criteria.”.  
3.0 PATIENT ELIGIBILITY

Describe patient eligibility
3.1 Inclusion Criteria

Please provide a statement that subject must meet all of the inclusion criteria to participate in this study and then list each criterion.  Each criterion should include its own number, e.g., 3.1.1, 3.1.2, 3.2.1, 3.2.2, etc.
Examples include the following: Informed consent obtained and signed, age, performance status, presence or absence of a medical condition/disease, required laboratory results, any limits on life expectancy, ability to understand and comply with study procedures for the entire length of the study, etc.  If men and women of reproductive capability will be enrolled, include details of allowable contraception methods for trial.  If appropriate, please specify whether measurable disease is required, and include definition of measurable.  Please state allowable type and amount of prior therapy.  Also, please define, as appropriate, any limitation on prior therapy and time from last prior regimen.
3.2 Exclusion Criteria

Please provide a statement that all subjects meeting any of the exclusion criteria at baseline will be excluded from study participation and then list each criterion. Examples include the following: Medical condition or laboratory finding that precludes participation, recent (with time frame) febrile illness that precludes or delays participation, known allergic reactions to components of the study product(s), treatment with another investigational drug (with time frame), disallowed concomitant medications (including those excluded due to the potential to affect the activity or pharmacokinetic of the study (agent(s)), pregnancy or lactation limitations, exclusions relating to known toxicities (for example, if specific drug is contraindicated in patients with certain conditions), etc.. In general, a statement should be included prohibiting other anti-cancer or investigational therapy while patients are on study therapy.

If the agent under study is potentially involved in cytochrome P450 drug interactions, please address which if any drugs that stimulate or inhibit P450 will be prohibited by indicating that patients taking these drugs will be excluded from the protocol.  A frequently updated P450 drug interaction table can be found at http://medicine.iupui.edu/clinpharm/ddis/.
4.0 TREATMENT PLAN

4.1 Schema

The schema should be a graphical representation of your study design, along with corresponding descriptive text.  Below schema, please include brief description of study design (e.g.  single arm phase II study or randomized phase II trial etc.)  Please also specify approximate time to complete study enrollment and expected duration of subject participation.  Please also include the type and timing of specimen collections for any planned correlatives studies.  An example is provided below:
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4.2 Dose Escalation Rules (Include if Phase I, otherwise, delete this section
)

Please describe how the treatment will be administered (inpatient/outpatient basis). For phase I dose-escalation studies, please state the starting dose of the study agent/drug and describe the dose escalation scheme and treatment regimen.  Use exact dose rather than percentages. Please state any special precautions or warnings relevant for agent administration (e.g., incompatibility of agent with commonly used intravenous solutions, necessity of administering agent with food, pre-medications, hydration, whether any monitoring of vital signs during or shortly after treatment is required, etc.).   Please describe the number of patients to be treated at each level and how a decision about dose escalation or expansion of cohort sizes will be made. If there are multiple agents being used in the study, include dose escalation for each agent.  Please note that escalation of only one drug at each dose level is recommended.
4.3 Dose Levels (Include if Phase I, otherwise, delete this section)

 Please use the following table as a guideline to describe the dose escalation scheme:

	Level
	Study Drug Dose
	Other Chemotherapy Dose

	(-) 1 


	50 mg PO QD

 for 3 weeks 
	875 mg/m2 PO BID for 2 weeks followed  by 1 week rest

	

	1


	50 mg PO QD

 for 3 weeks 
	1000 mg/m2 PO BID for 2 weeks followed  by 1 week rest

	

	2


	80 mg PO QD

 for 3 weeks 
	1000 mg/m2 PO BID for 2 weeks followed  by 1 week rest

	

	3


	100 mg PO QD

 for 3 weeks 
	1000 mg/m2 PO BID for 2 weeks followed  by 1 week rest

	

	4


	100 mg PO QD 

for 3 weeks 
	1250 mg/m2 PO BID for 2 weeks followed  by 1 week rest


4.4 Definition of Maximally Tolerated Dose (MTD) (Include if Phase I, otherwise, delete this section)

Please define what will constitute your MTD.  A typical example is “The MTD will be defined as the highest dose at which ≤1 out of 6 patients have experienced a DLT (defined below).  No intra-patient dose escalation will be allowed.  The MTD is the same as the Recommended Phase 2 Dose (RP2D).”  
4.5 Definition of Dose-Limiting Toxicity (Include if Phase I, otherwise, delete this section)

Please provide explicit definition of type(s), grade(s) and duration of adverse event (s) that will be considered dose-limiting, or provide definitions of other endpoints that will be used to determine dose escalations if applicable.  Please include when the DLT will be determined.    
4.6 Treatment Dosage and Administration

Cite product Investigator’s Brochure and/or web address for Full Prescribing Information if applicable for complete safety information (in addition to that already provided in sections 1.3 and 5).  Please avoid citing any dates  to minimize unnecessary amendments.  Appropriate dose modifications for each agent are described in section (Insert appropriate Dose Modification Section)

Please describe how the treatment will be administered (inpatient/outpatient basis). Please state any special precautions or warnings relevant for agent administration (e.g., incompatibility of agent with commonly used intravenous solutions, necessity of administering agent with food, pre-medications, hydration, whether any monitoring of vital signs during or shortly after treatment is required, etc.).   If there are multiple agents being used in the study, include information for each agent.   If dosing is based on weight, please specify whether total body weight or ideal body weight should be used. 
Please see the example below for how the planned treatment regimen may be presented.  Please provide separate regimen descriptions for different treatment groups of patients as necessary.
	REGIMEN DESCRIPTION

	Agent
	Premedications;

Precautions
	Dose
	Route
	Schedule
	Cycle Length 

	Agent X
	Premedicate with dexamethasone for 3 days prior to _Agent X_.


	300 mg/m2 in 

500 cc NS
	IV over 2 hours before Agent Y
	Days 1-3, week 1
	4 weeks (28 days)



	Agent Y
	Avoid exposure to cold (food, liquids, air) for 24 hr after each dose.
	150 mg/m2 in 

250 cc D5W
	IV 1 hr after completion of Agent A through separate IV line 
	Days 1-3, week 1
	

	Agent Z
	Take with food.
	50 mg tablet
	PO in the a.m. 
	Daily, weeks 1 and 2
	


4.7 Toxicities and Dosing Delays/Dose Modifications

Suggested wording as an introduction to this section includes: Any patient who receives treatment on this protocol will be evaluable for toxicity.  Each patient will be assessed periodically for the development of any toxicity according to the Time and Events table (Insert Appropriate Section Number).  Toxicity will be assessed according to the NCI Common Toxicity Criteria for Adverse Events (CTCAE), version 4.0 (if appropriate). Dose adjustments should be made according to the system showing the greatest degree of toxicity.  

Treatment plans should explicitly identify when treatment (typically dosage) modifications are appropriate. Treatment modifications/dosing delays and the factors predicating treatment modification should be explicit and clear.  If dose modifications or treatment delays are anticipated, please provide a dose de-escalation schema. If there are multiple agents being used in the study, provide a detailed description of toxicity grades and method of dose modification for each agent separately.  You may also want to refer reader to the appropriate section in the protocol that contains more detailed information on the potential adverse events and risks associated with each agent (either in Section 1.3 or Section 5.0).  All treatment modifications should be expressed as a specific dose or amount rather than as a percentage of the starting or previous dose.  Please also address how many missed days of treatment or missed cycles warrants removal of the patient from the study.  If patients may remain on study after missed days or cycles, please specify when treatment under study may resume.  

You may also want to consider breaking out your dose modification schema for hematological versus non-hematological criteria.  For hematological toxicity, please address guidance on use of growth factor(s).  Use of a table format is recommended if applicable. The following tables are provided as examples and should be modified as appropriate:
Example 1 Hematological Toxicities
	Hematological Toxicity Dose Reductions for Agent A

	ANC1
	Platelets
	Action

	≥ 1,500/(L
	100,000/(L
	None.

	1000-1499/(L
	75,000-99,000/(L
	1st Occurrence:  Hold current dose until ANC ≥ 1,500/(L and platelets ≥ 100,000/(L.  Do not replace missed doses.  Restart next treatment at TBD dose. 
2nd Occurrence:  Hold current dose until ANC ≥ 1,500/(L and platelets ≥ 100,000/(L.  Do not replace missed doses.  Restart next treatment at TBD dose. 

3rd Occurrence:  Hold current dose until ANC ≥ 1,500/(L and platelets ≥ 100,000/(L.  Do not replace missed doses.  Restart next treatment at TBD dose .

4th Occurrence:  Discontinue protocol therapy.

	500-999/(L
	50,000-74,000/(L
	1st Occurrence:  Hold current dose until ANC ≥ 1,500/(L and platelets ≥ 100,000/(L.  Do not replace missed doses.  Restart next treatment at TBD dose. 

2nd Occurrence:  Hold current dose until ANC ≥ 1,500/(L and platelets ≥ 100,000/(L.  Do not replace missed doses.  Restart next treatment at TBD dose.

3rd Occurrence:  Discontinue protocol therapy.

	<500/(L
	<50,000/(L
	1st Occurrence:  Hold current dose until ANC ≥ 1,500/(L and platelets ≥ 100,000/(L.  Restart next treatment at TBD dose.

2nd Occurrence:  Discontinue protocol therapy.  

	1Note: G-CSF (Filgrastim) may be added for low ANC on day of treatment BEFORE a dose reduction is instituted at treating physician’s discretions.   Neulasta®  is NOT allowed.


Example 2 Non-hematological Toxicities: Modifications for several agents at once may be presented.  Any exceptions should be further explained in the text of the protocol.
	Non-hematological Toxicity Dose Reductions

	NCI CTC Grade
	Agent A
	Agent B
	Agent C

	0-2
	No change from original starting dose (Note any exceptions here and address in text)
	No change from original starting dose(Note any exceptions here and address in text)
	No change from original starting dose (Note any exceptions here and address in text)

	3 
	Hold until resolved to < Grade 2, then reduce to TBD dose
	Hold until resolved to < Grade 2, then reduce to TBD dose
	Hold until resolved to < Grade 2, then reduce to TBD dose

	Second episode of grade 3 or 4 toxicity
	Hold until resolved to < Grade 2, then reduce to TBD dose
	Hold until resolved to < Grade 2, then reduce to TBD dose
	Hold until resolved to < Grade 2, then reduce to TBD dose

	Third episode of grade 3 or 4 toxicity
	Remove subject from trial
	Remove subject from trial
	Remove subject from trial


Example 3 Non-hematological Toxicities: Each agent to be modified may have a separate table.   

	Example of non-hematological Toxicity Dose Reductions

	Event
	Action

	Name of Toxicity

	Grade 1-2
	None

	Grade 3
	Insert dose modification, may want to specify if first allow attempt at control, e.g. with anti-emetics prior to dose modification

	Grade 4
	

	Name of Separate Toxicity

	Grade 1-2
	

	Grade 3
	


4.8 Concomitant Medications/Treatments

Please list all relevant concomitant drugs and/or treatments that are prohibited   This section should be consistent with the medications restrictions in the inclusion/exclusion criteria. The potential for interaction with cytochrome P450 should be addressed, if applicable.  If any medications may be used, but only with caution, please address that in this section.   
4.9 Other Modalities or Procedures

If applicable, please provide a detailed description of any other modalities (e.g., surgery, radiotherapy) or procedures (e.g., hematopoietic stem cell transplantation) used in the protocol treatment.  This section may be placed earlier in the protocol if appropriate.  Please distinguish between those modalities that comprise standard of care, and those under investigation within your protocol.  
4.10 Duration of Therapy

This section should unambiguously define the “end of protocol therapy”.  For example: “In the absence of treatment delays due to adverse events, treatment may continue for TBD or until:

· Disease progression
· Inter-current 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”.
4.11 Duration of Follow Up

Include information regarding follow-up, for example, “Patients will be followed for TBD after removal from study or until death, whichever occurs first. Patients removed from study for unacceptable adverse events will be followed until resolution or stabilization of the adverse event”.  Follow-up in Phase II studies will vary (e.g., 2 to 5 or even 10 years or more) depending on whether patients are followed for a survival endpoint.  Please think this through carefully as following patients until death may require considerable resources, and may not be necessary. 
4.12 Removal of Patients from Protocol Therapy

Patients will be removed from study when any of the criteria listed in Section 4.7 apply.  Notify the Principal Investigator, and document the reason for study removal and the date the patient was removed in the Case Report Form.   The patient should be followed-up per protocol.    

4.13 Patient Replacement

Please include guidelines describing when and how enrolled patient may be replaced in the study.   For example, “Three patients within a dose level must be observed for one cycle (28 days) before accrual to the next higher dose level may begin. If a patient is withdrawn from the study prior to completing 22 days of therapy without experiencing a DLT prior to withdrawal, an additional patient may be added to that dose level. Patients missing 7 or more doses due to toxicity will not be replaced since these patients will be considered to have experienced a dose limiting toxicity.”
5.0 DRUG INFORMATION

5.1 Investigational Agent Description and Management

The following information should be included for any investigational agent (may need to break out into separate sub-sections):  Supplier/How Supplied, Formulation, Preparation, Premedication/Hydration, Dosage and Administration, Storage and Stability, Handling and Disposal, and Drug Accountability.    If safety information not fully summarized in section 1.3, it should be summarized in this section.  If drug is supplied by a company, please provide specific contact information for ordering, and append a drug ordering form if possible. 
Please include, if applicable, plans for subject’s compliance with the study agent, e.g., questionnaire, patient diary, pill diary (necessary for all oral investigational agents), etc.  Other sections may be required/requested by sponsor. 
5.2 Return and Retention of Study Drug

Please include address and sponsor/Pharma/collaborator contact for the drug return and destruction policy. If remaining drug is to be destroyed, please state the drug destruction policy according to UNC IDS or other appropriate instructions.
5.3 Commercial Drug Description and Management

Please include a separate section on each commercially available agent used in your study.  The following information should be provided (may need to break out into separate sub-sections):  Brief Description of MOA and Indication(s), Supplier/How Supplied,  Formulation, Preparation, Premedication/Hydration, Dosage and Administration, Storage and Stability, Handling and Disposal. 
5.4 Adverse Events Associated with Commercial Drug

A  brief summary of the adverse events most likely to occur in this study and associated with this agent should be inserted here.  Refer the reader to the agent’s package insert for a comprehensive list of adverse events.
6.0 EVALUATIONS AND ASSESSMENTS

Please list all clinical evaluations to be done during the protocol, and provide details/timelines at each visit and special instructions, if any, in the appropriate section below.
6.1 Time and Events Table

Please see the example below; list the specific day or days if appropriate, e.g., Day 1, Cycle 1 or Days 1, 7… etc).   Please ensure table reconciles with study objectives, and assessments following in sections 6.2-6.4.* 
	SAMPLE

	Pre-study
	Week 1 or Day/Days
	Weekly or Day/Days
	q 6 Weeks
	Off Treatment
	Follow-up

	Assessment
	
	
	
	
	
	

	Informed Consent
	X
	
	
	
	
	

	History and PE
	X
	
	
	X
	X
	X

	Performance Status
	X
	
	
	X
	X
	X

	Toxicity  Evaluations
	
	X
	X
	
	X
	

	Tumor Measurements
	X
	
	
	
	X
	

	Chest x-ray
	X
	X
	
	
	X
	

	CBC
	X
	X
	X
	X
	X
	

	Other required labs
	
	
	
	
	
	

	Include correlative Procedures (if applicable)
	X
	
	
	
	X
	


*Include any necessary notes detailing specifics of procedures outlined in table. 

6.2 Pre-Study Assessments

Please discuss evaluations /procedures necessary to assess or confirm whether a subject meets the eligibility criteria, and those assessments that are required at baseline for later outcome measure comparison after study intervention. Please ensure procedures reconcile with study objectives and Time and Events table. For pre-study assessments, please provide the time any tests/procedures must be complete to count towards enrollment.  For example, urine or serum pregnancy test must be available within 7 days of start of study treatment.  Please always refer to start of study treatment, rather than registration or enrollment.  
6.3 Treatment Assessments

Please list all evaluation/procedures to be carried out during the study treatment.  Please ensure these assessments are consistent with the study objectives, and Time and Events Table.   If applicable, please include a separate section (and table) on Pharmacokinetic (PK) Assessments.  If PK analysis is proposed, please provide details (body fluid, when & how samples collected, restrictions about meals or other drugs, what is to be calculated, etc.). Also, provide details of contact information for any lab(s) responsible for sample storage, assays, etc. 
6.4 Post-Treatment/Follow-up Assessments

Please include duration of follow-up and relevant evaluations/procedures required to assess or confirm study outcome measures and study evaluations.  Discuss the sequence of events that should occur during the visit, if applicable, e.g., review of medications, assessment of adverse events, etc. These should be consistent with the study objectives and Time and Events Table.
6.5 Correlative Studies Procedures
Please include a brief description of any correlative studies that will be conducted including timing, if applicable to your trial.   While the description of correlative studies may be brief, please specify whether studies will involve genetic research, and if so, specify whether analyses of germline and/or somatic mutations will be included.    

For blood samples, please specify the volume of blood and type of tube to be used for each collection.  If immediate processing is required, this should be described in the protocol.  If tissue collection is scheduled, please indicate if standard of care, or done for research purposes only.  If the latter, any risks associated with collection need to be described in the protocol.  
Before your study can be reviewed by the IRB, you must decide whether you plan to destroy all specimens once the study is complete, or whether you desire to store any specimens collected for future research.  If the latter, realize that storage of specimens for future research must be optional for patients enrolled into the main study.   If no additional collections are required 
Provided the above information is presented in the protocol, other specific details on correlative study procedures, handling, preserving, and shipping of specimens etc. may be placed into a separate laboratory manual.  to s
6.6 Final Study Visit

Please define when the final study visit should occur and any special procedures/evaluations or instructions to the subject.  Describe provisions for follow-up of ongoing adverse events/serious adverse events. These should be consistent with the study objectives and Time and Events Table.
6.7 Early Termination Visit

Please specify which of the evaluations required for the final study visit should be done at a termination visit if early termination occurs and if the participant is willing. Also include the duration of follow-up.  Subjects may withdraw voluntarily from participation in the study at any time.  Subjects may also withdraw voluntarily from receiving the study intervention for any reason.  Clearly differentiate between what evaluations are to be done in each of these circumstances.

If voluntary withdrawal occurs, the subject should be asked to continue scheduled evaluations, complete an end-of-study evaluation, and be given appropriate care under medical supervision until the symptoms of any adverse event resolve or the subject’s condition becomes stable.  Describe efforts to continue follow-up, especially for safety outcome measures.
6.8 Assessment of Safety 

Please define which patients will be evaluable for toxicity.  In general, any patient who receives treatment on this protocol should be evaluable for toxicity.   Please state the criteria used to assess safety (typically the National Cancer Institute (NCI) Common Terminology Criteria for Adverse Events (CTCAE)), and note the version used.    It is also appropriate to refer back to the Time and Events table for the schedule of toxicity assessment.
For phase I studies, please specify what criteria must be met for patients to be considered evaluable for DLT.  For example, “Patients not experiencing DLT must complete at least one cycle of therapy to be taken into account for determination of the MTD.  Any patient withdrawn from the study prior to day 14 of cycle 1 without experiencing a DLT prior to withdrawal will be replaced (see Patient Replacement section).
6.9 Assessment of Efficacy

If an efficacy endpoint is included in your study, please define which study subjects will be evaluable for each efficacy assessment.  For example, all  patients with measurable disease who have received at least one cycle of treatment and have their disease re-evaluated will be evaluable for assessment of objective response, etc.  Verify that any  efficacy objective in  your protocol is addressed in this section, as well as in Section 8.0, Statistical Analysis. 

Please describe when patients will be evaluated (and re-evaluated) for each efficacy endpoint, and provide the criteria (e.g. RECIST) and methods (e.g. CT, MRI, etc.) that will be used to assess each endpoint.   
An example is provided below (see sections 6.9.1-6.9.4)  for standard solid tumor response criteria for patients with measurable disease using the international criteria proposed by the Response Evaluation Criteria in Solid Tumors (RECIST) Committee, version 1.1 (Eur J Cancer 45;2009:228-247).  If you are evaluating response as an endpoint  in your trial, but the below criteria are not appropriate (e.g., you are measuring response in patients with non-measurable disease, or in patients with hematological malignancies, etc.), please delete and replace with criteria specific for your study.  

Example for solid tumors in patients with measurable disease (remove and replace if not applicable for your study:
6.9.1 Assessment of Disease-Tumor Measurement Based on RECIST 1.1
Measurable disease will be defined as the presence of at least one measurable lesion that can be accurately measured in at least one dimension with the longest diameter a minimum size of:

· >10mm by CT scan (CT scan slice thickness no greater than 5 mm)

· 10mm caliper measurement by clinical exam (lesions which cannot be accurately measured with calipers should be recorded as non-measurable).

· 20 mm by chest x-ray.
For malignant lymph nodes to be considered pathologically enlarged and measurable, a lymph node must be ≥15mm in short axis when assessed by CT scan (CT scan slice thickness recommended to be no greater than 5mm).  At baseline and in follow-up, only the short axis will be measured and followed.  

All other lesions, including small lesions (longest diameter <10mm or pathological lymph nodes with ≥10 to <15 mm short axis) as well as truly non-measurable lesions, will be considered non-measurable.  Lesions considered truly non-measurable include:leptomeningeal disease; ascites; pleural/pericardial effusion; inflammatory breast disease; lymphangitic involvement of skin or lung, abdominal masses/abdominal organomegaly identified by physical exam that is not measurable by reproducible imaging techniques.

All measurements should be recorded in metric notation, using calipers if clinically assessed. All baseline evaluations should be performed as close as possible to the treatment start and never more than 4 weeks before the beginning of the treatment.  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 should always be done rather than clinical examination unless the lesion(s) being followed cannot be imaged but are assessable by clinical exam.  Clinical lesions will only be considered measurable when they are superficial and ≥10 mm diameter as assessed using calipers (e.g. skin nodules). For the case of skin lesions, documentation by color photography including a ruler to estimate the size of the lesions is recommended.

6.9.2 Baseline Documentation of Target and Non-Target Lesions

All measurable lesions up to a maximum of 5 lesions total (and a maximum of two lesions per organ) representative of all involved organs should be identified as target lesions and will be recorded and measured at baseline.  

Target lesions should be selected on the basis of their size (lesions with the longer diameter), be representative of all involved organs, but in addition should be those that lend themselves to reproducible repeated measurements. 
A sum of the diameters (longest for non-nodal lesions, short axis for nodal lesions) for all target lesions will be calculated and reported as the baseline sum diameters. If lymph nodes are to be included in the sum, only the short axis is added into the sum.  The baseline sum diameters will be used as reference to further characterize the objective tumor response of the measurable dimension of the disease.

All other lesions (or sites of disease) including pathological lymph nodes should be identified as non-target lesions and should also be recorded at baseline. Measurements are not required and these lesions should be followed as “present” or “absent”, or in rare cases “unequivocal progression”.  
6.9.3 Evaluation of Target Lesions using RECIST 1.1 Criteria

Complete response (CR)−Disappearance of all target lesions.  Any pathological lymph node (LN) target or no must have decreased in short axis to <10mm.

Partial response (PR)−At least a 30% decrease in the sum of the LD of the target lesions taking as reference the baseline sum LD.

Progressive Disease (PD)−At least a 20% increase in the sum of the LD of the target lesions taking as reference the smallest sum LD recorded since the treatment started including baseline if that is the smallest on study.  In addition to the relative increase of 20%, the sum must also demonstrate an absolute increase of at least 5mm.  The appearance of one or more new lesions also constitutes PD.

Stable disease (SD)−Neither sufficient shrinkage to qualify for PR nor sufficient increase to qualify for PD taking as references the smallest sum LD since the treatment started.
6.9.4 Evaluation of Non-Target Lesions using RECIST 1.1 Criteria

Complete response (CR)−Disappearance of all non-target lesions and normalization of tumor marker levels.  All LN must be non-pathological in size (<10mm short axis).  

Non-complete response (non-CR)/non-progression (non-PD)−Persistence of one or more non-target lesion(s) or/and 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.
6.9.5 Evaluation of Best Overall Response using RECIST 1.1 Criteria
NOTE: This section will depend on whether response rate is the primary objective of the study, and whether confirmation of response required.  Please see Eur J Cancer 45;2009:228-247 for complete details.
The best overall response is the best response recorded from the start of the study treatment until the end of treatment provided the confirmation criteria are met.  To be assigned a status of PR or CR, changes in tumor measurements must be confirmed by repeat studies that should be performed > 4 weeks after the criteria for response are first met. If a CR/PR cannot be confirmed the original "response" should be considered stable disease.  The best overall response will be defined according to the following table:

	Overall

Response First Time Point
	Overall Response Subsequent Time Point
	BEST Overall Response

	CR
	CR
	CR

	CR
	PR
	SD, PD, or PR1

	CR
	SD
	SD provided minimum criteria for SD duration met, otherwise, PD

	CR
	PD
	SD provided minimum criteria for SD duration met, otherwise, PD

	CR
	NE2
	SD provided minimum criteria for SD duration met, otherwise, NE2

	PR
	CR
	PR

	PR
	PR
	PR

	PR
	SD
	SD

	PR
	PD
	SD provided minimum criteria for SD duration met, otherwise, PD

	PR
	NE2
	SD provided minimum criteria for SD duration met, otherwise, NE2

	NE
	NE2
	NE2


1 If a CR is truly met at first time point, then any disease seen at a subsequent time point, even disease meeting PR criteria relative to baseline, makes the disease PD at that point (since disease must have reappeared after CR).  Best response would depend on whether minimum duration for SD was met.  However, sometimes ‘CR’ may be claimed when subsequent scans suggest small lesions were likely still present and in fact the patient had PR, not CR at the first time point.  Under these circumstances, the original CR should be changed to PR and the best response is PR. 

2  NE=inevaluable 
6.9.6 Other Efficacy Parameters

Other endpoints and the definition and criteria for their measurement should be included here, e.g., duration of response, progression-free survival, feasibility endpoints, etc.  

7.0 ADVERSE EVENTS

7.1 Definition

This section may need revision if Sponsor or Funding Source of study has specific reporting requirements for trial, and/or if study is conducted under an IND.  Please consult Protocol Development Associate if you have any questions.
An adverse experience is any untoward medical occurrence in a patient or clinical investigation subject administered a pharmaceutical product and which does not necessarily have a causal relationship with this treatment.  An adverse experience or event (AE) can therefore be any unfavorable and unintended sign (including an abnormal laboratory finding), symptom, or disease temporally associated with the use of a medicinal (investigational) product, whether or not related to the medicinal (investigational) product.  

Hospitalization for elective surgery or routine clinical procedures that are not the result of an AE (e.g., surgical insertion of central line) need not be considered AEs and should not be recorded as an AE.  Disease progression should not be recorded as an AE, unless it is attributable by the investigator to the study therapy.
In this study, toxicity will be assessed TBD (for example, according to the NCI Common Terminology Criteria for Adverse Events (CTCAE), version 4.0 (if appropriate), available at: http://ctep.cancer.gov/protocolDevelopment/electronic_applications/ctc.htm.
7.2 Causality 

The definition of an adverse event is independent to a perceived causal relationship to the drug.  Causality is a separate assessment that is performed for AEs.  Causality assessment to a study drug or regimen is a medical judgment made in consideration of the following factors: temporal relationship of the AE to study drug exposure, known mechanism of action or side effect profile of study treatment, other recent or concomitant drug exposures, normal clinical course of the disease under investigation, and any other underlying or concurrent medical conditions.
7.3 Documenting

For all adverse events reported or observed, serious (see definition below) or non-serious, the information should be recorded in the Electronic Case Report Forms (eCRF) for that patient.  Please include a full description of the event, its severity or toxicity grade, the relationship to the study drug, and the treatment, outcome and sequelae of the event.
7.4 Timing of Adverse Event Collection
For non-serious adverse events, reporting must begin from day 1 of study treatment and continue through the 30 day follow-up period after treatment is discontinued.  For any experience or condition that meets the definition of a serious adverse event (see below), or that meets the definition of an unanticipated problem (as defined by UNC’s IRB), reporting must begin after signing of the informed consent and continue through the 30 day follow-up period after treatment is discontinued. NOTE: For drug(s) with long half-lives, it may be appropriate to extend the 30 day follow-up period.  
7.5 Unexpected and Serious Adverse Experiences
7.5.1 Definition

An unexpected adverse event is any adverse drug experience where the specificity or severity of which is not consistent with the applicable product information (e.g., Investigator’s Brochure for an unapproved investigational product or package insert/summary of product characteristics for an approved product).
A serious adverse experience (SAE) or serious adverse drug reaction (ADR) is any adverse event temporally associated with the subject’s participation in research that meets any of the following criteria:

· Death;
· Is life-threatening (places the subject at immediate risk of death from the event as it occurred);
· Requires inpatient hospitalization (>24 hours) or prolongation of existing hospitalization;*
· Results in congenital anomaly/birth defect;
· Results in a persistent or significant disability/incapacity;
· Important medical events that may not result in death, be life-threatening, or require hospitalization may be considered a serious adverse drug experience when, based upon appropriate medical judgment, they may jeopardize the patient or subject and may require medical or surgical intervention to prevent one of the outcomes listed in the definition.  For reporting purposes, also consider the occurrences of pregnancy as an event which must be reported as an important medical event.
*Hospitalization for anticipated or protocol specified procedures such as administration of chemotherapy, central line insertion, metastasis interventional therapy, resection of primary tumor, or elective surgery, will not be considered serious adverse events.
7.5.2 Serious or Unexpected Adverse Event Reporting Requirements

This section may need revision if Sponsor or Funding Source of study has specific reporting requirements for trial, and/or if study is conducted under an IND.  Please consult Protocol Development Specialist if you have any questions.
UNC

For any serious or unexpected event which occurs to any patient in the course of their treatment on this study or within 30 days following cessation of treatment, the UNC Study Coordinator must inform the Principal Investigator immediately.  Such events must be reported on the MedWatch Form 3500A (if required per 21 CFR 312.32 and 21 CFR 314.8).  The MedWatch 3500a form can be accessed at: http://www.fda.gov/Safety/MedWatch/HowToReport/DownloadForms/default.htm. (Please be sure and access form 3500a, and not form 3500).  Once completed, it should be sent to FDA in accordance with 21 CFR 312.32 and 21 CFR 314.80 either via mail to MEDWATCH, 5600 Fishers Lane Rockville, MD 20852-9787, or via Fax:1-800-FDA-0178 (1-800-332-0178).  
Any events that meet the criteria for “Unanticipated Problems” as defined by UNC’s IRB must be reported by the Study Coordinator using the IRB’s web-based reporting system.  
In addition, an aggregated list of SAEs that are under the jurisdiction of the UNC IRB will be submitted to the UNC IRB annually at the time of study renewal according to the UNC IRB policies and procedures.  These will also be sent to the research staff of each participating site.  Each site will then submit to their IRB according to institutional requirements.
7.6 Data Safety Monitoring Plan
The Principal Investigator will provide continuous monitoring of patient safety in this trial with periodic reporting to the Data Safety Monitoring Committee (DSMC). (Please include the above statement in your protocol unless the Protocol Review Committee (PRC) or School of Medicine (SOM) IRB determines otherwise-please see cancer.med.unc.edu/research/prc/DSMPFinal.doc for the LCCC Institutional Data and Safety Monitoring Plan, approved by the National Cancer Institute on January 9, 2002). Based on this plan, please assess the level of your study’s risk and complexity, and complete the TBD sections below accordingly.   The final determination of the risk category of your trial will be done by the Protocol Review Committee.  Following this review, this section may need to be revised.
Meetings/teleconferences will be held TBD, which will include the investigators as well as protocol nurses, clinical research associates, regulatory associates, data managers, biostatisticians, and any other relevant personnel the principal investigators may deem appropriate.  At these meetings, the research team will discuss: 

· Participant safety (AE reporting), dose escalation, advancement from phase, and stopping rules (as appropriate)
· Data validity, integrity, and completeness
· Enrollment and retention
· Protocol adherence
The team will produce summaries or minutes of these meetings. The summaries will be signed by the principal investigator and one/or more co-investigators.  These summaries will be available for inspection when requested by any of the regulatory bodies charged with the safety of human subjects and the integrity of data including, but not limited to, the oversight (School of Medicine; SOM) IRB, the Oncology Protocol Review Committee (PRC) or the North Carolina TraCS Institute Data Safety Monitoring Board (DSMB).  

The UNC LCCC Data Safety and Monitoring Committee (DSMC) will review the study on a TBD basis.  The UNC PI will be responsible for submitting the following information for review: 1) accrual data including the number of patients treated; 2) summary of safety data to date; 3) significant developments reported in the literature that may affect the safety of participants or the ethics of the study; 4) preliminary response data; and 5) summaries of team meetings that have occurred since the last report.  Findings of the DSMC review will be disseminated by memo to the UNC PI, PRC, and the UNC IRB and DSMB.  
8.0 STATISTICAL CONSIDERATIONS

Here is where you describe the statistical aspects of the protocol in detail. This section should be written in coordination with the study statistician. It should precisely describe what results will be reported and how those results were calculated.  
8.1 Study Design/Study Endpoints

Please specify the study design. State clearly key  design aspects, such as; is the study retrospective or prospective, blinded, randomized, single or multi-centered?, etc. Define all study endpoints.  

If there are stopping rules for either safety or efficacy, describe the reasoning behind them, and how they might cause a  suspension of study enrollment until a safety review has been convened. Examples of findings that might trigger a safety review are the number of SAEs overall, the number of occurrences of a particular type of SAE, severe AEs/reactions, or increased frequency of events.
8.2 Sample Size and Accrual

Justification for the number of patients to be used in the study must be given. Please state precisely what the statistical power and sample size considerations are for the proposed study, and which objective they address. (It should be the primary objective.) The total sample size, the total accrual, the expected accrual rate, and all relevant assumptions should be stated explicitly. How these numbers were calculated, including the software used, should be included.  A reviewer should be able to duplicate the calculations given the information provided.  
8.3 Data Analyses Plans

Please describe in detail how each objective (particularly the primary objective) will be addressed by a particular data analysis plan. This is where the details of each data analysis plan (for each objective) are given – stating what statistical methods will be used, and under which assumptions. Every objective, every study endpoint should have a plan associated with it. Further details concerning safety and/or pharmacokinetics, may be given here as well.
9.0 STUDY MANAGEMENT

9.1 Institutional Review Board (IRB) Approval and Consent

It is expected that the IRB will have the proper representation and function in accordance with federally mandated regulations.  The IRB should approve the consent form and protocol.

In obtaining and documenting informed consent, the investigator should comply with the applicable regulatory requirement(s), and should adhere to Good Clinical Practice (GCP) and to ethical principles that have their origin in the Declaration of Helsinki.

Before recruitment and enrollment onto this study, the patient will be given a full explanation of the study and will be given the opportunity to review the consent form. Each consent form must include all the relevant elements currently required by the FDA Regulations and local or state regulations. Once this essential information has been provided to the patient and the investigator is assured that the patient understands the implications of participating in the study, the patient will be asked to give consent to participate in the study by signing an IRB‑approved consent form.

Prior to a patient’s participation in the trial, the written informed consent form should be signed and personally dated by the patient and by the person who conducted the informed consent discussion.
9.2 Required Documentation

Before the study can be initiated at any site, the following documentation must be provided to the Clinical Protocol Office (CPO) at the University of North Carolina.

· A copy of the official IRB approval letter for the protocol and informed consent
· IRB membership list
· CVs and medical licensure for the principal investigator and any sub-investigators who will be involved in the study.

· Form FDA 1572 appropriately filled out and signed with appropriate documentation (NOTE: this is required if UNC holds the IND.  Otherwise, the Investigator’s signature documenting understanding of the protocol and providing commitment that this trial will be conducted according to all stipulations of the protocol is sufficient to ensure compliance)
· CAP and CLIA Laboratory certification numbers and institution lab normal values
· Executed clinical research contract
9.3 Registration Procedures

All patients must be registered with the CPO at the University of North Carolina before enrollment to study.  For UNC patients, prior to registration, eligibility criteria must be confirmed with the UNC Study Coordinator. To register a patient, call the Oncology Protocol Office at 919‑966‑4432 Monday through Friday, 9:00AM‑5:00PM. 

9.4 Data Management and Monitoring/Auditing
The CPO of the UNC LCCC will serve as the coordinating center for this trial. Data will be collected through a web based clinical research platform, OnCore®.  
All data will be collected and entered into OnCore® by Clinical Research Associates (CRAs) from UNC LCCC.  The investigators will allow monitors to review all source documents supporting data entered into OnCore®.   There will be a 100% source verification on a percentage of accrued patients.  The CPO can be reached at 919-966-4432 or 1-877-668-0683.  

As an investigator initiated study, this trial will also be audited by the Lineberger Cancer Center audit committee every six months. This may need to be revised.
9.5 Adherence to the Protocol

Except for an emergency situation in which proper care for the protection, safety, and well-being of the study patient requires alternative treatment, the study shall be conducted exactly as described in the approved protocol.  
9.5.1 Emergency Modifications

UNC investigators may implement a deviation from, or a change of, the protocol to eliminate an immediate hazard(s) to trial subjects without prior UNC IRB approval.  
For any such emergency modification implemented, a UNC IRB modification form must be completed by UNC Research Personnel within five (5) business days of making the change.  
9.5.2 Single Patient/Subject Exceptions

Any request to enroll a single subject who does not meet all the eligibility criteria of this study requires the approval of the UNC Principal Investigator and the UNC IRB. 

9.5.3 Other Protocol Deviations/Violations

According to UNC’s IRB, a protocol deviation is any unplanned variance from an IRB approved protocol that: 

· Is generally noted or recognized after it occurs
· Has no substantive effect on the risks to research participants
· Has no substantive effect on the scientific integrity of the research plan or the value of the data collected 
· Did not result from willful or knowing misconduct on the part of the investigator(s). 
An unplanned protocol variance is considered a violation if the variance meets any of the following criteria: 
· Has harmed or increased the risk of harm to one or more research participants.
· Has damaged the scientific integrity of the data collected for the study.

· Results from willful or knowing misconduct on the part of the investigator(s).
· Demonstrates serious or continuing noncompliance with federal regulations, State laws, or University policies.

If a deviation or violation occurs please follow the guidelines below:
Protocol Deviations: UNC personnel will record the deviation in OnCore®, and report to any sponsor or data and safety monitoring committee in accordance with their policies.  Deviations should be summarized and reported to the IRB at the time of continuing review.

Protocol Violations: Violations should be reported by UNC personnel within one (1) week of the investigator becoming aware of the event using the same IRB online mechanism used to report Unanticipated Problems. 
9.6 Amendments to the Protocol

Should amendments to the protocol be required, the amendments will be originated and documented by the Principal Investigator at UNC.  It should also be noted that when an amendment to the protocol substantially alters the study design or the potential risk to the patient, a revised consent form might be required.  

The written amendment, and if required the amended consent form, must be sent to UNC’s IRB for approval prior to implementation.  

9.7 Record Retention

Study documentation includes all eCRFs, data correction forms or queries, source documents, Sponsor-Investigator correspondence, monitoring logs/letters, and regulatory documents (e.g., protocol and amendments, IRB correspondence and approval, signed patient consent forms).

Source documents include all recordings of observations or notations of clinical activities and all reports and records necessary for the evaluation and reconstruction of the clinical research study.

Government agency regulations and directives require that all study documentation pertaining to the conduct of a clinical trial must be retained by the study investigator.  In the case of a study with a drug seeking regulatory approval and marketing, these documents shall be retained for at least two years after the last approval of marketing application in an International Conference on Harmonization (ICH) region.  In all other cases, study documents should be kept on file until three years after the completion and final study report of this investigational study.
9.8 Obligations of Investigators

The Principal Investigator is responsible for the conduct of the clinical trial at the site in accordance with Title 21 of the Code of Federal Regulations and/or the Declaration of Helsinki.  The Principal Investigator is responsible for personally overseeing the treatment of all study patients.  The Principal Investigator must assure that all study site personnel, including sub-investigators and other study staff members, adhere to the study protocol and all FDA/GCP/NCI regulations and guidelines regarding clinical trials both during and after study completion.

The Principal Investigator at each institution or site will be responsible for assuring that all the required data will be collected and entered into the eCRFs. Periodically, monitoring visits will be conducted and the Principal Investigator will provide access to his/her original records to permit verification of proper entry of data. At the completion of the study, all eCRFs will be reviewed by the Principal Investigator and will require his/her final signature to verify the accuracy of the data.
10.0 REFERENCES

              List all protocol references.
11.0 APPENDICES

Please list all relevant appendices in alphabetical order, e.g., Appendix A, Appendix B, etc.

Please include an appendix for a Pill Diary for all oral investigational agents

If you need an appendix which lists drugs that potentially interact with cytochrome P450, a frequently updated P450 drug interaction table can be found at: http://medicine.iupui.edu/clinpharm/ddis/  See example document on next page.  This is an example of a patient handout related to drug interactions with CYP3A4 (the most common of the enzymes related to drug interactions) which can be tailored to your study for distribution to study subjects.
Appendix TBD:  Prohibited Medications or Those to be used with Caution
One of the medications you are receiving during this clinical trial is [INSERT STUDY MEDICATION].   [INSERT STUDY MEDICATION] interacts with some drugs that are processed by your liver. Because of this, it is very important to tell your study doctors about all of your medicine before you start this study. It is also very important to tell them if you stop taking any regular medicine, or if you start taking a new medicine while you take part in this study. When you talk about your medicine with your study doctor, include medicine you buy without a prescription at the drug store (over-the counter remedy), or anything that you buy from the health food store or grocery store (herbal supplement). Many health care prescribers can write prescriptions. You must also tell your other prescribers (doctors, physicians’ assistants or nurse practitioners) that you are taking part in a clinical trial. Bring this paper with you. 
· [INSERT STUDY MEDICATION] is processed by a certain enzyme in the liver called CYP3A4.  Drugs that increase the activity of this enzyme are called “inducers”, and drugs that decrease the activity of this enzyme are called “inhibitors”.  [INSERT STUDY MEDICATION] must be used very carefully with other medicines that are inducers or inhibitors of CYP3A4.  
· You and healthcare providers who prescribe drugs for you must be careful about adding or removing any drug in this category

· Before you start the study, your study doctor will work with your regular prescriber to switch the following medications if you are taking them: [INSERT ANY PROHIBITED MEDICATIONS]
· Your regular prescribers should look at this web site: http://medicine.iupui.edu/clinpharm/ddis/table.asp to see if any medicine they want to prescribe is on a list of drugs to avoid.  Your study doctor may also have a list of medications for your to show your regular prescribers instead of, or in addition to, this website.  

· If you drink grapefruit juice or eat grapefruit, you should avoid these until the study is over. 
· Other medicines can be a problem with your study drugs.
· You should check with your doctor or pharmacist whenever you need to use an over-the-counter medicine or herbal supplement.
· Your regular prescriber should check a medical reference or call your study doctor before prescribing any new medicine for you. Your study doctor’s name is _______________ and he or she can be contacted at _______________________.

�Sections 4.2-4.5 are for phase I studies.  Please delete and start with section 4.6 if this is a straightforward phase II trial.  


�This section is particularly relevant for phase I studies.  If not relevant for your trial, please delete.  






