WVU Protocol Template

Version Date: 11/2018

PROTOCOL TEMPLATE INSTRUCTIONS
The protocol template is a tool to facilitate protocol development. It is not intended to supersede the role of the Principal Investigator in the authoring and scientific development of the protocol. It contains the “boilerplate” language commonly required to be submitted to the WVUCI PRMC, NIH and external funding agencies. Content may be modified as necessary to meet the scientific aims of the study and development of the protocol. 

The BLUE text is meant to provide instructions and examples, please delete the BLUE instructions and examples and replace them with protocol specific designs. 
1. The main body and appendices of the protocol are attached below. This document provides standard language plus instructions and prompts for information.
2. The Protocol and Informed Consent Template documents should be completed, and all documents (including the Appendices) should be submitted to the PRMC or other protocol review committee 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. Please note that the Protocol Template has built-in styles for Heading Levels 1-3, Level 5 for the Appendix and Normal for body of text. (see image below).  
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These heading styles will automatically update the Table of Contents (TOC) and convert to Bookmarks in a final PDF protocol document.  Please retain the heading styles.
5. To update the TOC in your protocol document:
· Right click somewhere in the table of contents, the entire TOC should be highlighted gray

· Click on Update Field

· Choose Update entire table

· Click OK

Please do not edit the TOC manually.
STUDY NUMBER: 
WVUXXXXXX 
Number will be assigned by Cancer Center at time of PRMC Submission

Protocol Version Date: 
STUDY TITLE: Full study title here (600 characters maximum)
PRINCIPAL INVESTIGATOR: A study can only have one Principal Investigator. Principle Investigators much be faculty members.
The Co-PI(s) refer to the physician(s) who will lead the study at non-lead institution(s).

Example: Joint Protocol with Institution Lead

PRINCIPAL INVESTIGATOR:
Name of Physician, MD




Department





West Virginia University Cancer Institute




Mary Babb Randolph Cancer Center





1 Medical Center Drive





Morgantown, WV 26506



Telephone including area code





Email address
CO-PI: (if joint protocol)

Name of Physician, MD





Department




Institution





Institution address

Telephone including area code





Email address
List co-investigators alphabetically by site in the following order:

Lead Institution 

Joint Institution

*If this is a multi-institutional study, the protocol title page should include the name of each participating institution, the investigator responsible for the study at that institution, and his/her telephone # and e-mail address.

CO- INVESTIGATOR:

Name of Physician, MD




Department





West Virginia University Cancer Institute





Mary Babb Randolph Cancer Center





1 Medical Center Drive





Morgantown, WV 26506



Telephone including area code





Email address
STATISTICIAN:


Name of Statistician, degree 





Name of Institution







Street Address



City, State, Zip code





Telephone including area code





Email address

STUDY COORDINATOR:
Name of Lead Study Coordinator 





Name of Institution







Street Address



City, State, Zip code





Telephone including area code





Email address

SPONSOR: 


WVU Cancer Institute Mary Babb Randolph Cancer Center / WV Clinical and Translational Institute

SUPPORT/FUNDING:

List any support/grants or any funding source (partial or full) here
SUPPLIED AGENT(S):
Name of supplied agents and supplier, if applicable
IND #: 
If applicable


OTHER AGENT(S):
Name of other agents
SUMMARY OF CHANGES

Please provide a list of changes from the previous approved version of the protocol starting at IRB approval. This table will remain blank until initial IRB approval. The list shall be a brief overview. When appropriate, a brief justification for the change should be included. This is a running list for the life of the study.

	Protocol Date
	Section
	Change

	
	
	Initial IRB approval

	
	
	Summarize changes to first protocol amendment

	
	
	

	
	
	

	
	
	


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

Protocol Synopsis: 

	Protocol Number/Title
	Assigned protocol number/Title

	Study Phase
	Study phase 

	Brief Background/Rationale

	Include:

Why doing this study on this population with this drug. 

Incidence/burden

	Primary Objective 
	Primary Endpoint(s)

Endpoints: how it will be measured and at what time point. Do not use “end of study” or “at progression”.

	Secondary Objective(s)
	Secondary Endpoint(s)

	Exploratory Objective(s)
	Exploratory Endpoints (s)

This is where exploratory research endpoints will go. For example, gathering preliminary data

	Correlative Objective(s)

	Correlative Endpoint(s)
This is where correlative study objectives will go. Pharmacokinetics, Pharmacodynamics, and biomarkers, etc.

	Sample Size
	Number expected to accrue

Age, gender

	Disease sites/Conditions
	ICD terminology

	Interventions
	Agent X, route, dose, cycle length, number of cycles

	
	Agent Y, route, dose, cycle length, number of cycles


Abbreviations 

	MBRCC
	Mary Babb Randolph Cancer Center

	CRF
	Case Report Form

	CTRU
	Clinical Trials Research Unit

	DSTC
	Data Safety Toxicity Committee

	FDA
	Food and Drug Administration

	ICF
	Informed Consent Form

	IRB
	Institutional Review Board

	PRMC
	Protocol Review and Monitoring Committee

	SOC
	Standard of Care

	WVUCI
	West Virginia University Cancer Institute

	
	Please update table with relevant abbreviations used in the protocol
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1. OBJECTIVE
Describe the overall objectives and purpose of the study, keeping in mind that objectives must be measurable. 

Records to be kept should capture the measurement. Study parameters (calendar) should indicate when captured. 

1.1. Primary Objective 

It is preferable to have only one primary objective and primary endpoint. What scientific question are you trying to answer?

1.2. Secondary Objective(s)

1.3. Correlative Objective(s)

2. BACKGROUND 

2.1. Background of Study Disease 
Please provide background, incidence, and treatment information on the study disease. 

Please be specific in the title for disease specific studies. 


Example: “Advanced Biliary Cancers” versus “Advanced Cancers”

2.2. Name and Description of Investigational Agent X
2.2.1. Preclinical Data 

Provide background and brief information for agent X. Include any animal studies, the explanation of the mechanism of action, and any preclinical data about the agent or treatment. 
2.2.2. Clinical Data

Summarize the available clinical study data with relevance to the protocol under development. If none is available, include a statement that there is no available clinical research data to date on the investigational product. 

2.2.3. Clinical Pharmacokinetics (if applicable)
Add metabolism, molecular formula and classification information here if available.

2.3. Name and Description of Investigational Agent Y
Note: Section is repeated for each investigational agent as applicable to protocol.

2.3.1. Preclinical Data
2.3.2. Clinical Data
2.3.3. Clinical Pharmacokinetics

2.4. Name and description of Other Agent(s) (if applicable)
Please provide background information on other agent(s) and/or treatments in this study, including information to support safety issues and the rationale for the proposed starting dose and dose escalation scheme, if applicable.

2.4.1. Preclinical Data
2.4.2. Clinical data

2.4.3. Clinical Pharmacokinetics

2.5. Rationale 
Please provide the background and rationale for evaluating this (combination) therapy in this disease. Include the rationale for the proposed starting doses and dose escalation scheme as well as route of administration and dosage period.

2.6. Background and rationale of correlative studies
Please provide the background and rationale for correlative studies and exploratory endpoints. 

3. STUDY DESIGN
Please provide an overview of the study design and the rationale for this type of design. 

3.1. Study design including dose escalation / cohorts 
This section should include: the type of trial design of the study, stages, cohort information, how subjects will be randomized and if there are plans to use a placebo.

3.2. Number of Subjects

Provide the number of subjects that will be included in the study using a sentence format. 

Example: Approximately 50 subjects will be enrolled in this trial. 
Example if more than one phase: Approximately 50 subjects will be enrolled in this trial. Approximately 15 will be enrolled in the phase I part and 35 in the phase II part.  
3.3. Replacement of Subjects 
The replacement of subjects is protocol specific and needs to be tailored to the trial. 

Example: If Oral Drug is to be taken 21 out of 21 days and this is not met: 
Example: If a subject does not take at least 17 doses in the first cycle, the subject will be replaced because he/she has not taken enough drug to confirm safety at that dose level. 

3.4. Expected Duration of Treatment and Subject Participation

Please provide a brief summary of the length of treatment period, plus the length of follow up period and any study windows that are applicable. Please provide length of each cycle, minimum and maximum number of cycles. If treatment can continue until disease progression (i.e. no maximum number of cycles), please indicate here. If clinical benefit is not likely until after a certain number of cycles, specify that here. 

Treatment duration may be modified per section ___.

4. SUBJECT SELECTION AND REGISTRATION
Each of the criteria in the sections that follow must be met in order for a subject to be considered eligible for this study. Use the eligibility criteria to confirm a subject’s eligibility. 

Patient’s Name _______________________________________________________

Medical Record # ____________________________________________________

Research Nurse /
Study Coordinator Signature:____________________________
Date __________
Treating Physician [Print] ______________________________________________

Treating Physician Signature:
__________________________________________
Date _______________
4.1. Inclusion Criteria

Inclusion Criteria must describe the subject population that you want to include in the study. 
Create a numbered list of criteria applicable to the protocol that subjects must meet to be eligible for study enrollment. 

Subjects must meet all of the following inclusion criteria to be eligible for enrollment:
Below are common examples: Edit per protocol 

____
4.1.1 Subjects must have histologically or cytologically confirmed Name of Disease.
Please specify eligible disease(s)/stage(s)/prognostic score(s) as well as if staging is pathological or clinical.

___
4.1.2 Subjects must have received (no, no more than X) prior therapies for this disease.
**If applicable, provide guidance on what constitutes a prior line of therapy, how to count prior lines of therapy and breaks in therapy.

____
4.1.3 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 ______ in combination with _______ in subjects ≤18 years of age, children are excluded from this study.”
____
4.1.4 Performance status _____ [See Appendix __]. 

Choose one method (not both):

Example: ECOG Performance status ≤ 2 

Example: Karnofsky Performance status ≥ 60% 
____
4.1.5 Subjects must have normal organ and marrow function as defined below:  Add time frame if applicable. 
Please review for relevance to the specific study and modify. 

Example: 
· Hemoglobin ≥ 10.0 g/dl 

· Leukocytes ≥ 3,000/mcL

· Absolute neutrophil count ≥ 1,500/mcL

· Platelet count ≥ 100,000/mcL

· Total bilirubin within normal institutional limits

· AST (SGOT) ≤ 2.5 X institutional upper limit of normal

· ALT (SGPT) ≤ 2.5 X institutional upper limit of normal

· Serum Creatinine within normal institutional limits

____
4.1.6 Please insert other appropriate eligibility criteria.
____
4.1.7 Subjects must have the ability to understand and the willingness to sign a written informed consent document.
4.2
Exclusion Criteria
Exclusion Criteria must describe the subject population that you do NOT want to include in the study. 
Create a numbered list of criteria applicable to the protocol that would exclude a subject from study enrollment. 

The presence of any of the following will exclude a subject from study enrollment.

Below are common examples: Edit per protocol or see further examples hyperlinked above. 
____
4.2.1 Prior treatment toxicities resolved to ≤ Grade X according to NCI CTCAE Version 5.0 (list exceptions, e.g. alopecia, neuropathy, etc).
____
4.2.2 Subjects receiving any other investigational agents. 
____
4.2.3 To be included if applicable to protocol. Suggested text is provided below:
Subjects with untreated brain metastases/CNS disease will 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.

____
4.2.4 History of allergic reactions attributed to compounds of similar chemical or biologic composition to Agent X or other agents used in this study.
Please state appropriate exclusion criteria relating to concomitant medications or substances that have the potential to affect the activity or pharmacokinetics of the study agent(s). 

____
4.2.5 Subjects with 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.
The investigator must state a medical or scientific reason if pregnant or nursing subjects will be excluded from the study. 
Suggested text is provided below:
____
4.2.6 Pregnant or breastfeeding are excluded from this study because Agent X is Name of 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 Agent X, breastfeeding should be discontinued if the mother is treated with Agent X. These potential risks may also apply to other agents used in this study. 
____
4.2.7 Insert other appropriate agent-specific exclusion criteria.
4.3
Inclusion of Women and Minorities 
Make sure you include the appropriate verbiage for the subject population. 
Both men and women of all races and ethnic groups are eligible for this trial. It is the policy of the West Virginia University Cancer Institute to strive for gender and minority patient participation that represents the population of West Virginia in all clinical investigations. Between January 2017 and December 2017, 248 patients were enrolled onto clinical trials at the West Virginia University Cancer Institute.  Of these patients 62% percent were female and 3% percent were members of minority ethnic groups.  It is anticipated that a similar or greater proportion of patients on this study will be female and/or members of ethnic minorities.  It is important to recognize that according to the 2014 US Census Bureau (available at http://census.gov/quickfacts) that the State of West Virginia minority ethnic group (e.g., not limited to African American and Hispanic) population is 3.6% Black (national average 13.2%) and 1.5% Hispanic (national average 17.4%).  The majority of Black West Virginians live in the central and southern part of the state and Gilmer County is the only county in WV whose Black population approaches the national average.
4.2. Registration
At the point of registration, the study coordinator will complete registration in the OnCore database, including demographic, consent and on-study information.  
The patient will be assigned a unique sequence number for the study prior to the initiation of the study treatment.  
For those subjects who are consented, but not enrolled, the reason for exclusion must be recorded.

All source documents that support eligibility, signed informed consent/HIPAA and signed eligibility checklist must be available for review and verification by the quality coordinator prior to starting therapy.

If the trial is randomized the method of randomization should be stated as well as the proportion of subjects that will be accrued to each dose level. 

Example: Subjects will be assigned to either [Name of Study Agent] or [Name of Study Agent + Name of Study Agent] based on the randomization lists prepared by the WVU WVUCI Biostatistics Core.  Randomization will be stratified by:  EXAMPLES: performance status (0-1 vs. 2) and smoking status (ever vs. never lifetime). This is a 1:1 randomization.
5. TREATMENT PLAN AND/OR IMAGING PLAN
Describe the treatment regimen planned. If there are different cohorts, label each cohort and appropriate treatment schedule:

· Pre-medications allowed/required/suggested (if applicable)

· Agent(s)

· Dose(s)

· Route of administration
· Treatment schedule 

· Treatment duration 

Please provide separate regimen descriptions for different treatment groups of subjects as necessary. 

The investigator must include the following statement if treatment is required to be administered only on an inpatient basis: Treatment must be administered only on an inpatient basis. 

Appropriate dose modifications for Name of Investigational Agent(s) and Name of Other Agent(s) are described in Section 7.0. 

Reported adverse events and potential risks of Name of Investigational Agent(s) and Name of Other Agent(s) are described in Section 7.0. 

No investigational or commercial agents or therapies other than those described below may be administered with the intent to treat the subject's malignancy.

5.1. Name of Investigational Agent Administration

In addition to a dosing schema, please add a narrative description of the investigational agent administration. 
Investigational Agent Administration 

Example:
Subjects will receive Agent X ___ mg/m2 on Days 1-3 of each (28 day) cycle. Agent X will be administered IV over 2 hours.
Example:

Subjects will receive Agent Y ___ mg/m2 by IV on Day 1 of each 21-day cycle. Prior to each treatment, pre-hydrate with at least 1000 ml normal saline and use diuretics per institutional guidelines. 

Example:

Subjects will receive Agent Z ____mg/m2 by IV on days 1, 2, and 3 of each 21-day cycle.
Please add subsequent sections for additional investigational agents.

5.2. Phase I Dose Escalation 
(if applicable)

Dose escalation will proceed within each cohort according to the following scheme. Dose-limiting toxicity (DLT) is defined in section 6.3. 
	Number of Subjects with DLT at a Given Dose Level
	Escalation Decision Rule

	0 out of 3
	Enter 3 subjects at the next dose level.

	1 out of 3
	Enter 3 more subjects at this dose level.

· If 0 of these 3 subjects experience DLT, proceed to the next dose level.

· If 1 or more of this group suffer DLT, then dose escalation is stopped, and this dose is declared the maximally administered dose. Three (3) additional subjects will be entered at the next lowest dose level if only 3 subjects were treated previously at that dose.

	>2
	Dose escalation will be stopped. This dose level will be declared the maximally administered dose (highest dose administered). Three (3) additional subjects will be entered at the next lowest dose level if only 3 subjects were treated previously at that dose.

	<1 out of 6 at highest dose level below the maximally administered dose
	This is generally the recommended maximally tolerated dose. At least 6 subjects should be entered at the recommended phase 2 dose.


5.3. Definition of Dose-Limiting Toxicity 
(Applicable for dose escalation studies only)

Dose limiting toxicities must be suspected to be related to the investigational product (please refer to section __ for all other dose modifications). For dose escalation studies, please provide explicit definitions of the type(s), grade(s), and duration(s) of adverse events that will be considered dose-limiting toxicity(s), or provide definitions of other endpoints that will be used to determine dose escalations. 
Management and dose modifications are outlined in Section 7
5.4. Name of Standard of Care (SOC) Agent(s) Administration

In addition to a dosing schema, please add a narrative description of the non-investigational agent administration in the same format as above.

SOC: 

Example:

Subjects will receive Agent X ___ mg/m2 on Days 1-3 of each (28 day) cycle. Agent X will be administered IV over 2 hours.
Example:
Subjects will receive Agent Y ___ mg/m2 by IV on Day 1 of each 21-day cycle. Prior to each Agent Y treatment, pre-hydrate with at least 1000 ml normal saline and use diuretics per institutional guidelines. 

Example:
Subjects will receive Agent Z ___ mg/m2 by IV on days 1, 2, and 3 of each 21-day cycle.
5.5. Name of Other Modality(s) 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. If this study involves no other modalities or procedures, this section may be deleted or marked as “N/A”.

.
5.6. General Concomitant Medications and Supportive Care Guidelines
State guidelines for use of which concomitant medicines/therapies are permitted during the study, and which concomitant medicines/therapies are not permitted during the study (if applicable). Include any additional rescue therapies or supportive care medications or treatments required for administration of each agent in the treatment. 

Suggestive text, as applicable for supportive care: Subjects should receive full supportive care, including transfusions of blood and blood products, cytokines, antibiotics, antiemetics, etc when appropriate.
Example: 

Because there is a potential for interaction of Name of Agent(s) with other concomitantly administered drugs through the cytochrome P450 system, the case report form must capture the concurrent use of all other drugs, over-the-counter medications, or alternative therapies. The Principal Investigator should be alerted if the subject is taking any agent known to affect or with the potential to affect selected CYP450 isoenzymes. Please refer to Appendix _____ for a complete list. 

5.7. Duration of Therapy
In the absence of treatment delays due to adverse events, treatment may continue for # cycles or until one of the following criteria applies:
• Disease progression,
• Intercurrent illness that prevents further administration of treatment,
• The investigator considers it, for safety reasons, to be in the best interest of the subject. 
• Unacceptable adverse event(s) [be specific] 

Example: Unacceptable treatment related toxicity, NCI CTC AE version 4.0 Grade 3 or 4 that fails to recover to baseline or < Grade 3 in the absence of treatment within 4 weeks 

Example: Any toxicity or other issue that causes a delay of study drug administration by more than 4 weeks 

• Subject decision to withdraw from treatment (partial consent) or from the study (full consent),
• Pregnancy during the course of the study for a child-bearing participant
• Death, or
• Sponsor reserves the right to temporarily suspend or prematurely discontinue this study.
The date and reason for discontinuation must be documented. Every effort should be made to complete the appropriate assessments. 

5.8. Duration of Follow Up
Investigators must be sure to match the duration of follow-up with the calendar regardless if survival is the endpoint of a study. Please indicate here if the sponsor-investigator intents to capture information after a patient withdraws from study (per patient agreement). 
Subjects will be followed for toxicity for 30 days (minimum suggested time frame, follow up time frame should be appropriate to the metabolism of the product) after treatment has been discontinued or until death, whichever occurs first. 

The clinical course of each event will be followed until resolution, stabilization, or until it has been determined that the study treatment or participation is not the cause. [The investigator may want to consider a cut off of 6 months.] 
Serious adverse events that are still ongoing at the end of the study period will necessitate follow-up to determine the final outcome. Any serious adverse event that occurs after the study period and is considered to be possibly related to the study treatment or study participation will be recorded and reported immediately.
5.9. Criteria for Removal from Study

Patients will be removed from study when any of the criteria listed in Section 6.7 applies.  The reason for study removal and the date the patient was removed must be documented in the Case Report Form.

6. DOSE DELAYS/DOSE MODIFICATIONS
Treatment modifications/dose 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 you plan to allow dose re-escalation for 1 or more agents, please specify dose re-escalation process in this section. 

All treatment modifications must be expressed as a specific dose or amount rather than as a percentage of the starting or previous dose.

Please consider dosing formulation when calculating dose modifications for ORAL agents. 

Dose modifications/treatment delays may be presented separately or together as appropriate. 
The following format for an orally available agent is provided as an example and should be modified as appropriate for this protocol:

	Dose Level
	[Agent Name] Dose
	[Agent Name] Dose

	-2
	XX mg, schedule
	XX mg, schedule

	-1
	XX mg, schedule
	XX mg, schedule

	0 (starting dose)
	XX mg, schedule
	XX mg, schedule

	+1
	XX mg, schedule
	XX mg, schedule

	+2
	XX mg, schedule
	XX mg, schedule

	+3
	XX mg, schedule
	XX mg, schedule


Example of Dose Modification Table:

	Event
	Management/Next Dose for [Agent Name]
	Management/Next Dose for [Agent Name]

	≤ Grade 1
	Insert appropriate management guidelines in this column.
	Insert appropriate management guidelines in this column.

	Grade 2
	
	

	Grade 3
	
	

	Grade 4
	
	

	*Footnote any relevant guidelines regarding how long a delay in therapy is allowed before   patients should go off protocol therapy

 **Footnote any relevant guidelines regarding how many dose reductions are allowed before patients should go off protocol therapy. 


7. ADVERSE EVENTS 
If applicable:  If there are no investigational devices or therapies adverse event reporting is not necessary. However, this protocol will follow the WVU IRB reporting requirements for unanticipated problems involving risks to subjects or others (UPIRTSOs). 

7.1. Definitions 
7.1.1. Adverse Event  

An adverse event (AE) is any unfavorable or unintended event, physical or psychological, associated with a research study, which causes harm or injury to a research participant as a result of the participant’s involvement in a research study. The event can include abnormal laboratory findings, symptoms, or disease associated with the research study. The event does not necessarily have to have a causal relationship with the research, any risk associated with the research, the research intervention, or the research assessments. 

Adverse events may be the result of the interventions and interactions used in the research; the collection of identifiable private information in the research; an underlying disease, disorder, or condition of the subject; and/or other circumstances unrelated to the research or any underlying disease, disorder, or condition of the subject; and/or other circumstances unrelated to the research or any underlying disease, disorder, or condition of the subject.  
7.1.2. Serious Adverse Events 

Serious adverse event (SAE) or serious suspected adverse reaction:  An adverse event or suspected adverse reaction is considered “serious” if, in the view of the investigator or sponsor, it results in any of the following outcomes:
· Death
· A life-threatening adverse experience.  The term life-threatening in the definition of serious refers to an adverse event in which the subject was at immediate risk of death at the time of the event.  It does not refer to an adverse event which in a more severe form might have caused death.
· Requires inpatient hospitalization or prolongation of existing hospitalization.  Any adverse event leading to hospitalization or prolongation of hospitalization will be considered as Serious, UNLESS at least one of the following expectations is met:
· The admission results in a hospital stay of less than 24 hours OR
· The admission is pre-planned (e.g., elective or scheduled surgery arranged prior to the start of the study) OR
· The admission is not associated with an adverse event (e.g., social hospitalization for purposes of respite care.
However it should be noted that invasive treatment during any hospitalization may fulfill the criteria of “medically important” and as such may be reportable as a serious adverse event dependent on clinical judgment.  In addition where local regulatory authorities specifically require a more stringent definition, the local regulation takes precedent. 
· Results in persistent or significant disability/incapacity or substantial disruption of a person’s ability to conduct normal life’s functions.
· Is a congenital anomaly/birth defect
· Is an important medical event.  Important medical events that may not result death, be life-threatening, or require hospitalization may be considered a serious adverse experience when, based upon appropriate medical judgment, they may jeopardize the subject and may require medical or surgical intervention to prevent one of the outcomes listed in this definition.  
· Examples of such medical events include allergic bronchospasm requiring intensive treatment in an emergency room or at home, blood disease or disorders, or convulsions that do not result in inpatient hospitalization, or the development of drug dependency or drug abuse. The development of a new cancer is always considered an important medical event.
Investigators may choose to include exclusions to Serious Adverse Events being reported. 

Example: For the purpose of this study the following events would not be considered adverse events and would not be recorded in the database:

· Abnormal laboratory findings considered associated to the original disease
7.2. Adverse Event Evaluation 

The investigator or designee is responsible for ensuring that all adverse events (both serious and non-serious) observed by the clinical team or reported by the subject which occur after the subject has signed the informed consent are fully recorded in the subject’s medical records. Source documentation must be available to support all adverse events. 

A laboratory test abnormality considered clinically relevant (e.g., causing the subject to withdraw from the study, requiring treatment or causing apparent clinical manifestations, result in a delay or dose modification of study treatment, or judged relevant by the investigator), should be reported as an adverse event.  
The investigator or sub-investigator (treating physician if applicable) will provide the following for all adverse events (both serious and non-serious):

· Event term (as per CTCAE)

· Description of the event

· Date of onset and resolution
· Expectedness of the toxicity

· Grade of toxicity 

· Attribution of relatedness to the investigational agent- (this must be assigned by an investigator, sub-investigator, or treating physician)
· Action taken as a result of the event, including but not limited to; no changes, dose interrupted, reduced, discontinued, etc. or action taken with regard to the event, i.e. no action, received con-med or other intervention, etc.
· Outcome of event

7.2.1. Adverse Event Grading

Descriptions and grading scales found in the NCI Common Terminology Criteria for Adverse Events (CTCAE) version 5 will be utilized for AE reporting. 
	Grade
	Description



	0
	No AE (or within normal limits).



	1
	Mild; asymptomatic or mild symptoms; clinical or diagnostic observations only; intervention not indicated.



	2
	Moderate; minimal, local or noninvasive intervention (e.g., packing cautery) indicated; limiting age-appropriate instrumental activities of daily living (ADL).



	3
	Severe or medically significant but not immediately life-threatening; hospitalization or prolongation of hospitalization indicated; disabling; limiting self-care ADL.



	4
	Life-threatening consequences; urgent intervention indicated.



	5
	Death related to AE



7.2.2. Adverse Event Attribution
An expected adverse event is an event previously known or anticipated to result from participation in the research study or any underlying disease, disorder, or condition of the subject. The event is usually listed in the Investigator Brochure, consent form or research protocol. 

An unexpected adverse event is an adverse event not previously known or anticipated to result from the research study or any underlying disease, disorder, or condition of the subject. 

Attribution is the relationship between an adverse event or serious adverse event and the study drug.  Attribution will be assigned as follows:

· Definite – The AE is clearly related to the study drug.
· Probable – The AE is likely related to the study drug.

· Possible – The AE may be related to the study drug.

· Unlikely – The AE is doubtfully related to the study drug.

· Unrelated – The AE is clearly NOT related to the study drug.

Protocol must specify if attribution is required for individual components of the treatment regimen or the treatment regimen as a whole.

7.3. Adverse Event Reporting Procedures

May need revised per sponsor or funding source – below is recommended text:  

It is the responsibility of all investigators to assess AEs during the subject’s participation in the study.  Subjects will be followed for 30 days after treatment has stopped or until death, whichever comes first.  Each AE should be followed until resolution, stabilization, or until it has been determined that the study treatment or participation is not the cause.

Adverse events that occur after the subject has signed the informed consent must be documented in the study database/case report forms (OnCore or other PRMC approved database), subject’s medical records, and as required per additional institutional standards.  Source documentation must be available to support all reported adverse events.

A laboratory test abnormality considered clinically relevant (e.g., causing the subject to withdraw from the study), requiring treatment or causing apparent clinical manifestations, or judged relevant by the investigator, should be reported as an adverse event.

This protocol will use the NCI Common Terminology Criteria for Adverse Events (CTCAE) version 5.0 available at https://ctep.cancer.gov for adverse event reporting.
7.4. Serious Adverse Event Reporting Procedures
Serious Adverse Events (SAE) requiring expedited reporting within 24 hours will also be reported to the Medical Director for Clinical Trials or DSTC Chair/Co-Chair, within one working day. CTEP ADERS form or FDA MedWatch Form #3500 and/or any other documentation should be submitted. Within 5 working days the initial report and all subsequent SAE documentation that is available will be submitted to the DSTC. The DSTC will determine if further action is required.

If the SAE occurs on a multiple-institutional clinical trial coordinated by WVUCI, the Network Coordinator will ensure that all participating sites are notified of the event and resulting action within two working days of the determination.
Drug Supplier / Manufacturer / Financial Supporter Reporting Requirements: 

Insert the external entity’s reporting Requirements. Please include language that specifies the Sponsor-Investigator (e.g. lead site PI) will be responsible for reporting all SAEs to the external entity. 

7.5. SAEs and OnCore

· All SAEs will be entered into OnCore.  

· A copy of the SAE form(s) submitted to the sponsor-investigator is also uploaded into Oncore.
7.6. Data Safety and Toxicity Committee

It is the responsibility of each site PI to ensure that ALL SAEs occurring on this trial (internal or external) are reported to the WVUCI DSTC, Data and Safety Toxicity Committee. This submission is simultaneous with their submission to the sponsor and/or other regulatory bodies. 
The sponsor-investigator is responsible for submitting an annual report to the DSTC as per WVUCI Data and Safety Monitoring Plan.

 

7.7. Data and Safety Monitoring Plan (DSMP)
This protocol will adhere to the policies of the West Virginia University Cancer Institute Data and Safety Monitoring Plan in accordance with NCI guidelines. 

8. PHARMAcEUTICAL OR IMAGING INFORMATION 
A list of the adverse events and potential risks associated with the investigational or commercial agents administered in this study can be found in Section 7.


Pharmaceutical information must be tailored to the specific protocol. Repeat this section for all pharmaceutical agents being given.
The pharmaceutical section must contain at least the following information, available from the appropriate Investigator’s Brochure or package insert. 
8.1. Investigational Agents

8.1.1. Name of Agent
___________________________

Other Names: 

___________________________

Product description: (e.g. doses, tablets, vials, powder, etc…- if capsules of varying doses are supplied these should be described)
Solution preparation: (how the agent is to be prepared): Describe in detail all the steps necessary to properly prepare agent. Include reconstitution directions and directions for further dilution, if appropriate. 

Storage requirements: Include the requirements for the original agent form, reconstituted solution, and final diluted product, as applicable.
Stability: Include the stability of the original agent form, reconstituted solution, and final diluted product, as applicable.
Route of administration: Include a description of the method to be used and the rate of administration, if applicable. 

Example: continuous intravenous infusion over 24 hours, short intravenous infusion over 30-60 minutes, intravenous bolus, etc. Describe any precautions required for safe administration.
Drug Procurement: Investigational drug may or may not be supplied for a study. Please be sure to make this clear by inserting one of the statements below as applicable:
Manufacturer (must specify if the Sponsor-Investigator developed the agent)

When drug is not supplied: Agent X must be obtained from commercial sources. 

Example: Agent X must be obtained from commercial sources and is available in 500 mg/10 ampules and vials, and 1 gm/20 ml, 2.5 gm/50 ml, and 5 gm/100 ml vials. Consider including the following statement while reviewing the template: The cost of this agent will be the subject’s responsibility. 

When drug is supplied: Study Agent X will be supplied for this study by Sponsor/company name. 

Packaging and labeling: Must specify the contents of the label if the Sponsor-Investigator developed the agent: name of drug, quantity of drug, date of packaging, recommended storage temp, lot number. Also specify appearance (e.g. hard gelatin capsules in bottles, capsules in blister packs, vials, etc…)
Drug Accountability: To be included when drug is supplied
The investigator or designated study personnel are responsible for maintaining accurate dispensing records of the study drug. All study drugs must be accounted for, including study drug accidentally or deliberately destroyed. Under no circumstances will the investigator allow the investigational drug to be used other than as directed by the protocol. If appropriate, drug storage, drug dispensing, and drug accountability may be delegated to the pharmacy section of the investigative site. 
Drug Destruction: To be included when drug is supplied
This section should note the procedures for final reconciliation of the site’s drug or device supply at the end of the study, and whether study drug or device is to be shipped back to a source or destroyed on site. If drug or device is to be shipped back to a source, note the address and contact information here. 

Suggested language: “At the completion of the study, there will be a final reconciliation of drug shipped, drug consumed, and drug remaining. This reconciliation will be logged on the drug reconciliation form, signed and dated. Any discrepancies noted will be investigated, resolved, and documented prior to return or destruction of unused study drug. Drug destroyed on site will be documented in the study files.”

Other Information: Include any other information, e.g., any special handling, any nursing implications, and any subject care implications.

Note: if the protocol involves a placebo the sections listed above apply to all components of the protocol’s treatment regimen (including placebo – if applicable)

8.2. Commercial Agent
8.2.1. Name of Agent
___________________________

Other Names: 

___________________________

Product description: (e.g. doses, tablets, vials, powder, etc…- if capsules of varying doses are supplied these should be described)
Solution preparation: (how the agent is to be prepared): Describe in detail all the steps necessary to properly prepare agent. Include reconstitution directions and directions for further dilution, if appropriate. 

Storage requirements: Include the requirements for the original agent form, reconstituted solution, and final diluted product, as applicable.
Stability: Include the stability of the original agent form, reconstituted solution, and final diluted product, as applicable.
Route of administration: Include a description of the method to be used and the rate of administration, if applicable. 
Example: continuous intravenous infusion over 24 hours, short intravenous infusion over 30-60 minutes, intravenous bolus, etc. Describe any precautions required for safe administration.
Drug Procurement: Investigational drug may or may not be supplied for a study. Please be sure to make this clear by inserting one of the statements below as applicable:
Manufacture (must specify if the Sponsor-Investigator developed the agent)

When drug is not supplied: Agent X must be obtained from commercial sources. 

Example: Agent X must be obtained from commercial sources and is available in 500 mg/10 ampules and vials, and 1 gm/20 ml, 2.5 gm/50 ml, and 5 gm/100 ml vials. Consider including the following statement while reviewing the template: The cost of this agent will be the subject’s responsibility. 

When drug is supplied: Study Agent X will be supplied for this study by Sponsor/company name. 

Drug Accountability: To be included when drug is supplied
The investigator or designated study personnel are responsible for maintaining accurate dispensing records of the study drug. All study drugs must be accounted for, including study drug accidentally or deliberately destroyed. Under no circumstances will the investigator allow the investigational drug to be used other than as directed by the protocol. If appropriate, drug storage, drug dispensing, and drug accountability may be delegated to the pharmacy section of the investigative site. 
Drug Destruction: To be included when drug is supplied

This section should note the procedures for final reconciliation of the site’s drug or device supply at the end of the study, and whether study drug or device is to be shipped back to a source or destroyed on site. If drug or device is to be shipped back to a source, note the address and contact information here. 

Suggested language: “At the completion of the study, there will be a final reconciliation of drug shipped, drug consumed, and drug remaining. This reconciliation will be logged on the drug reconciliation form, signed and dated. Any discrepancies noted will be investigated, resolved, and documented prior to return or destruction of unused study drug. Drug destroyed on site will be documented in the study files.”

Other Information: Include any other information, e.g., any special handling, any nursing implications, and any subject care implications.

Note: if the protocol involves a placebo the sections listed above apply to all components of the protocol’s treatment regimen (including placebo – if applicable)

9. CORRELATIVE AND SPECIAL STUDIES
If this trial does not include correlative or special studies, this section should be marked “N/A” and all instructions as well as the text below deleted.

Please briefly describe all planned correlative studies in the appropriate subsections below.  This section should be developed in collaboration with the Biospecimen Research Core.
The description for all proposed biomarker studies should include specific information, as outlined below (where applicable).
1. Provide a hypothesis and rationale for biomarker utility and a description of the impact on therapeutic agent development based on the following considerations:

a.
Biological and/or mechanistic rationale with data to support  relationship between biomarker and agent effects

b.  Intended use within the proposed study

c.  Preclinical in vitro and in vivo, and clinical results, if applicable

2. Describe the assay method’s validity and appropriateness for the study

3. Describe the investigator’s experience and competence with the proposed assays

4. Provide the data supporting the degree of biomarker “fit for purpose” and clinical qualification

5. Justify the number of patients and specimens:

a. To demonstrate feasibility

b. To demonstrate that studies are likely to produce interpretable and meaningful results

6. Give thoughtful consideration to the risk to the patient of obtaining samples, specimens, or data for biomarker studies in the context of data on biomarker validity and degree of clinical qualification

9.1. Name of Exploratory or Correlative study #1
Describe the endpoint of exploratory or correlative analysis #1. 
9.1.1. Background 

Provide background describing the scientific basis for the exploratory or correlative endpoint and its relevance to the objectives of the study.

9.1.2. Rationale for Analysis

Describe how the analytical data will be analyzed and advance the objectives of the study.  Consultation with Biostatistics is recommended for this section.

9.1.3. Collection of Specimens

Include the number and specific type of specimens to be acquired from each subject, time points (cycles, day) and at what time. This information should also be included in the Study Calendar. You may also create a table that is correlative study procedure specific and add to this section. 

Example:  Blood samples will be drawn into one 8 ml heparinized (green top) tube at the following 3 time points:

Cycle 1, Day 1:
pre treatment & 1 hour after end of infusion of ______

Cycle 1, Day 8:
pre-treatment & 1 hour after end of infusion 

Cycle 1, Day 9:
24 hours after end of infusion
9.1.4. Handling of Specimens
Describe critical aspects of all processes involved in proper handling of the specimens.

Include names and contact information (address, phone number, email, pager, etc.) of laboratories and/or individuals responsible for the acquisition, transportation, storage, tracking, processing, shipping and analyses of all specimens. Also include specific requirements for the handling of the specimens, including transport media, temperature, type of storage vessels (including type and volume of blood draw tubes, (e.g. heparin, EDTA, purple top, red top etc.), and maximal allowable time to complete processing or freezing. 

Please detail how the samples need to be shipped, when they need to be shipped, when to notify the lab of incoming shipment and any additional time restrictions. 

Example:  BPC personnel will acquire the specimen from ________, log the specimen, de-identify the specimen using a code specific for this trial and transport the specimen to the Core Facility Laboratory within 1 hour of acquisition. Include time constraint only if applicable. Include if the specimen has temperature specifications, dry ice, etc.

OR

Example:  All specimens are to be shipped to the ___ lab at the address below.  BPC Personnel will log the specimen information, de-identify the specimen using a code specific for this trial and transport the specimen to the Facility Laboratory within 1 hour of acquisition. Include time constraint only if applicable. Include if the specimen has temperature specifications, dry ice, etc.

9.1.5. Analytical Laboratory
Will the specimens be analyzed at a clinical laboratory, a central reference laboratory, other collaborating laboratory, a WVU Core Laboratory, or the Principal Investigator’s laboratory? Please provide all contact information including the responsible party.

Example: The specimens will be analyzed in the WVU Core Facility, under the direction of Dr. _________. Dr. _________ will provide overall guidance on experimental design and interpretation of results. Personnel in the Core Facility will perform all staining, cytometry and analysis.
9.1.6. Methods 

Describe the methods used to measure the endpoint. Provide references or general information on the assay.  Please state if a clinically validated assay (CLIA or CAP approved) will be used.

In the event that there is more than one correlative study: Please repeat sections as follows, numbering appropriately:  Instructions same as above.
9.2. Name of Exploratory or Correlative study#2
9.2.1. Background 
9.2.2. Rationale for Analysis

9.2.3. Collection of Specimens

9.2.4. Handling of Specimens

9.2.5. Analytical Laboratory

9.2.6. Methods
10. STUDY PARAMETERS AND CALENDAR 

10.1. Study Parameters
Study parameters are used in conjunction with the study calendar. Please include these common criteria in study parameters: procedures that are not standard of care or are research procedures only, any extra labs or imaging studies that may need to be performed, any demographics or quality of life questionnaires that may be completed, all correlative study instructions.
10.1.1. Screening Evaluation 

Screening studies and evaluations will be used to determine the eligibility of each subject for study inclusion. All evaluations must be completed < 28 days prior to administration of protocol therapy.
Example
· Informed Consent

· Demographics

· Medical History 

· Complete physical examination 

· Concomitant Medications Assessment including _________  (be specific: Rx, OTC, herbal supplements)

· Height

· Weight

· Vital signs including: _________ (include only what is required by the protocol; be specific: blood pressure, pulse, respiratory rate, and temperature)

· Performance Status  
· Baseline Symptoms Assessment

· Laboratory Studies:

· Complete Blood Count (CBC) with differential and platelets

· Serum Chemistries: Select as appropriate  albumin, alkaline phosphatase, total bilirubin, bicarbonate, BUN, calcium, chloride, creatinine, glucose,  potassium, total protein, SGOT [AST], SGPT [ALT], sodium. 
· Include additional tests and need to be fasting, if applicable.  Recommend that GGT not be followed due to lack of reliability.

· Calculated creatinine clearance will be done if creatinine and/or BUN are abnormal.   
· ß-HCG for women of childbearing potential if applicable [or indicate other method of pregnancy test and match throughout narrative and calendar]

NOTE: remember to list “ß-HCG for women of childbearing potential” under appropriate cycles, if applicable to study. 

· EKG, MUGA or echo, etc 
· CT scan of _________ , if applicable (Be specific in sites as well as need for contrast.) 


Example: CT scan of chest, abdomen, & pelvis with and without contrast 

· MRI of _________  if applicable (Be specific in sites as well as need for contrast.) 

· Bone Marrow Biopsy if applicable [Indicate if cytogenetic or FISH studies are required.] 
· Other, list as applicable
10.1.2. Treatment Period

Provide any necessary information about each cycle/treatment visit that is not captured in the study calendar here. Please note if any procedures need to be completed within a certain timeframe. Be sure to include windows for labs, visits, imaging, etc in order to avoid having to repeat tests, etc; e.g., labs +/- 3 days. The investigator should be cautious of tight windows (e.g., 24 hours) which may lead to many needless repeat tests or deviations and are almost never necessary.
Cycle 1, Day 1

List Cycle 1 and each visit of Cycle 1 separately from subsequent cycles. The example below is shown with differences in cycles.

Consider not repeating all the screening labs on Day 1 of Cycle 1 if screening labs were acceptable and were done within a short time frame, e.g., 7 days, if appropriate or enter time frame. Suggested text is provided below:

Cycle 1, Day 1 evaluations do not need to be repeated if screening evaluations were conducted within 1 week  (or insert appropriate time frame) prior to administration of protocol therapy.  

Example MUST be modified for the protocol.

· Physical Examination (consider waiving if screened within 7 days, waive requirement for visit)

· Weight

· Vital signs including: _________(include only what is required by the protocol; be specific: blood pressure, pulse, respiratory rate, and temperature)
· Concomitant Medications Assessment including _________ (be specific: Rx, OTC, herbal supplements)

· _________ Performance Status  _________ [Select ECOG or Karnofsky]

Example: ECOG Performance status < 2    

· Baseline Symptoms Assessment 

· Laboratory Studies:

· Complete Blood Count (CBC) with differential and platelets Results are needed prior to dosing, if applicable
· Serum Chemistries: Select as appropriate albumin, alkaline phosphatase, total bilirubin, bicarbonate, BUN, calcium, chloride, creatinine, glucose, potassium, total protein, SGOT [AST], SGPT [ALT], sodium. Include additional tests and the need to be fasting, if applicable.  Recommend that GGT not be followed due to lack of reliability.  
Results are needed prior to dosing, if applicable [Not applicable to oral 
continuous drug]
· Calculated creatinine clearance will be done if creatinine and/or BUN are abnormal.  
· Other laboratory tests as applicable to study.

· ß-HCG for women of childbearing potential if applicable [or indicate other method of pregnancy test and match throughout narrative and calendar]


Results are needed prior to dosing, if applicable.
NOTE: remember to list “ß-HCG for women of childbearing potential” under appropriate cycles, if applicable to study. 

· Correlative Studies:

· Pharmacokinetic Sampling 
· IGF-1 in PBMC
· EKG, MUGA, echo, etc
· Bone Marrow Biopsy [Indicate if cytogenetic or FISH studies are required.] 
· Other, list as applicable

· Name of Agent Administration
· Name of Agent Administration
Cycle 1, Day 8

Cycle 1, Day 15

Subsequent cycles may be grouped together, if applicable.  Be sure to list each visit of the cycle separately if different testing is to be done: ↓

Cycles 2-4, Day 1

Cycles 2-4, Day 8

Cycles 2-4, Day 15

The following 3 visits must be listed separately: ↓
End of Treatment Visit

30 Day Follow-Up

Long Term Follow-Up, if applicable

10.2. Study Calendar 

Consider a window of days, if appropriate for study.  Indicate which components of the trial are appropriate for the window.  The investigator should be cautious of tight windows (e.g., 24 hours) which may lead to many needless repeat tests or deviations and are almost never necessary. 

 Examples:

A visit window of +/- 3 days is allowed for labs (be specific: hematology and/or chemistries). 

A visit window of +/- 1 day is allowed for treatment.

A visit window of +/- 7 days is allowed for 3 month follow-up visits.
Schedules shown in the Study Calendar below are provided as an example and should be modified as appropriate.
Example:

Baseline evaluations are to be conducted within 1 week prior to start 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.

Example: Cycle = 21 days 

Screening studies will studies are to be conducted within 1 week (or insert appropriate time frame) prior to administration of protocol therapy. Exception: Scans and x-rays must be done < 4 weeks (or insert appropriate time frame) prior to administration of protocol therapy. 
Be sure to include windows for labs, visits, imaging in order to avoid having to repeat tests, etc; e.g., labs + 3 days.
	Study Days
	Pre-Study
	Cycle 1 Day 1
	Cycle 1 Day 8
	Cycle 1 Day 15
	Cycles 2-4 Day 1
	Cycles 2-4 Day 8
	Cycles 2-4 Day 15
	Cycles 5-8 Day 1
	End of Txb
	30 Day Follow-Upc

	
	
	
	
	
	
	
	
	
	
	

	REQUIRED ASSESSMENTS
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	Informed Consent
	X
	 
	 
	 
	 
	 
	 
	 
	 
	 

	Demographics
	X
	 
	 
	 
	 
	 
	 
	 
	 
	 

	Medical History
	X
	 
	 
	 
	 
	 
	 
	 
	 
	 

	Height
	X
	 
	 
	 
	 
	 
	 
	 
	 
	 

	Weight 
	X
	X
	 
	 
	X
	 
	 
	X
	X
	 

	Vitals (be specific)
	X
	X
	 
	 
	X
	 
	 
	X
	X
	 

	Physical Examination
	X
	X
	 
	 
	X
	 
	 
	X
	X
	 

	Concomitant Med Assessment
	X
	X
	X
	X
	X
	X
	X
	X
	X
	

	ECOG PS
	X
	X
	 
	 
	X
	 
	 
	X
	 
	 

	Baseline Symptoms
	X
	X
	 
	 
	 
	 
	 
	 
	 
	 

	Adverse Event Assessment
	
	
	X
	X
	X
	X
	X
	X
	X
	X

	Example: ECG 
	 
	
	 
	 
	 
	 
	 
	 
	 
	 

	Example: MUGA or ECHO  
	 
	
	 
	 
	 
	 
	 
	 
	 
	 

	CBC / diff / platelets 
	X
	X
	X
	X
	X
	X
	X
	X
	
	 

	Serum Chemistry a
	X
	X
	
	 
	X
	
	
	X
	 
	 

	ß-HCG, women of childbearing potential
	X
	X
	
	
	
	
	
	
	
	 

	Other, list
	 
	
	 
	 
	 
	 
	 
	 
	 
	 

	DISEASE ASSESSMENT
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	Tumor Measurements
	 
	Tumor measurements are repeated every # weeks  weeks. Documentation (radiologic) must be provided for patient removed from study for progressive disease. 
	 

	Radiologic Evaluation 
	 
	Radiologic measurements should be performed very # weeks  weeks. 
	 

	CT or MRI Brain
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	Bone / PET Scan
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	Bone Marrow Biopsy
	
	
	
	
	
	
	
	
	
	

	MISC ITEMS
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	Example: Pill Diary
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	Example: QOL
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	Other, list
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	TREATMENT
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	Name of Agent #1
	 
	X
	X
	X
	X
	    X
	    X
	    X
	 
	 

	Name of Agent #2
	
	
	
	
	
	
	
	
	
	

	CORRELATIVE STUDIES
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	Example: Pharmacokinetic Sampling
	 
	  X
	 
	  X
	  X
	 
	 
	 
	 
	 

	Example: IGF-1 in PBMC
	 
	  X
	 
	  X
	  X
	 
	 
	 
	 
	 

	a:  Repeat list of  tests in narrative. Example: Albumin, alkaline phosphatase, total bilirubin, bicarbonate, BUN, calcium, chloride, creatinine, glucose,  potassium, total protein, SGOT [AST], SGPT [ALT], sodium.  Calculated creatinine clearance will be done if creatinine and/or BUN are abnormal.   [UHCMC: Order COMP2] *

b: End of Treatment: visit is conducted as soon as possible after the decision to withdraw from treatment or documentation of PD. End of treatment column should be deleted if not applicable.

c: Telephone Contact: “30” day from drug.      

** Add column for LTFU if applicable to study (example: liquid tumor)                                   
                                   


11. MEASUREMENT OF EFFECT 
Please provide response criteria.  If the criteria for solid tumors below are not applicable, the investigator(s) should provide agent- or disease-appropriate criteria (e.g., for specific hematologic malignancies, supportive care agents, etc.) with references, and all solid tumor criteria should be deleted. 

For phase 1 protocols only:   Although the clinical benefit of [this/these] drug(s) has not yet been established, the intent of offering this treatment is to provide a possible therapeutic benefit, and thus the patient will be carefully monitored for tumor response and symptom relief in addition to safety and tolerability.  Patients with measurable disease will be assessed by standard criteria.  For the purposes of this study, patients should be re-evaluated every [# of weeks] weeks.  In addition to a baseline scan, confirmatory scans will also be obtained [# of weeks] weeks following initial documentation of an objective response.
11.1. Antitumor Effect – Solid Tumors
For the purposes of this study, patients should be re-evaluated 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.

Response and progression will be evaluated in this study using the new international criteria proposed by the revised Response Evaluation Criteria in Solid Tumors (RECIST) guideline (version 1.1) [Eur J Ca 45:228-247, 2009].  Changes in the largest diameter (unidimensional measurement) of the tumor lesions and the shortest diameter in the case of malignant lymph nodes are used in the RECIST criteria.
11.1.1.  Definitions

Evaluable for toxicity.  All patients will be evaluable for toxicity from the time of their first treatment with [Agent(s)].
Evaluable for objective response.  Only those patients who have measurable disease present at baseline, have received at least one cycle of therapy, and have had their disease re-evaluated will be considered evaluable for response.  These patients will have their response classified according to the definitions stated below.  (Note:  Patients who exhibit objective disease progression prior to the end of cycle 1 will also be considered evaluable.)

Evaluable Non-Target Disease Response.  Patients who have lesions present at baseline that are evaluable but do not meet the definitions of measurable disease, have received at least one cycle of therapy, and have had their disease re-evaluated will be considered evaluable for non-target disease.  The response assessment is based on the presence, absence, or unequivocal progression of the lesions.
11.1.2. Disease Parameters

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 (≥2 cm) by chest x-ray or as ≥10 mm (≥1 cm) with CT scan, MRI, or calipers by clinical exam.  All tumor measurements must be recorded in millimeters (or decimal fractions of centimeters).

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.

Malignant lymph nodes.  To be considered pathologically enlarged and measurable, a lymph node must be ≥15 mm (≥1.5 cm) in short axis when assessed by CT scan (CT scan slice thickness recommended to be no greater than 5 mm [0.5 cm]).  At baseline and in follow-up, only the short axis will be measured and followed.

Non-measurable disease.  All other lesions (or sites of disease), including small lesions (longest diameter <10 mm [<1 cm] or pathological lymph nodes with ≥10 to <15 mm [≥1 to <1.5 cm] short axis), are considered non-measurable disease.  Bone lesions, leptomeningeal disease, ascites, pleural/pericardial effusions, lymphangitis cutis/pulmonitis, inflammatory breast disease, and abdominal masses (not followed by CT or MRI), are considered as non-measurable.

Note:  Cystic lesions that meet the criteria for radiographically defined simple cysts should not be considered as malignant lesions (neither measurable nor non-measurable) since they are, by definition, simple cysts.

‘Cystic lesions’ thought to represent cystic metastases can be considered as measurable lesions, if they meet the definition of measurability described above. However, if non-cystic lesions are present in the same patient, these are preferred for selection as target lesions.

Target lesions.  All measurable lesions up to a maximum of 2 lesions per organ and 5 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), be representative of all involved organs, but in addition should be those that lend themselves to reproducible repeated measurements.  It may be the case that, on occasion, the largest lesion does not lend itself to reproducible measurement in which circumstance the next largest lesion which can be measured reproducibly should be selected.  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, then only the short axis is added into the sum.  The baseline sum diameters will be used as reference to further characterize any objective tumor regression in the measurable dimension of the disease.
Non-target lesions.  All other lesions (or sites of disease) including any measurable lesions over and above the 5 target lesions should be identified as non-target lesions and should also be recorded at baseline.  Measurements of these lesions are not required, but the presence, absence, or in rare cases unequivocal progression of each should be noted throughout follow-up.
11.1.3.  Methods 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.

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 unless the lesion(s) being followed cannot be imaged but are assessable by clinical exam.

Clinical lesions  

Clinical lesions will only be considered measurable when they are superficial (e.g., skin nodules and palpable lymph nodes) and ≥10 mm (≥1 cm) diameter as assessed using calipers (e.g., skin nodules).  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  

This guideline has defined measurability of lesions on CT scan based on the assumption that CT slice thickness is 5 mm (0.5 cm) or less.  If CT scans have slice thickness greater than 5 mm (0.5 cm), the minimum size for a measurable lesion should be twice the slice thickness.  MRI is also acceptable in certain situations (e.g. for body scans).  

Use of MRI remains a complex issue.  MRI has excellent contrast, spatial, and temporal resolution; however, there are many image acquisition variables involved in MRI, which greatly impact image quality, lesion conspicuity, and measurement.  Furthermore, the availability of MRI is variable globally.  As with CT, if an MRI is performed, the technical specifications of the scanning sequences used should be optimized for the evaluation of the type and site of disease.  Furthermore, as with CT, the modality used at follow-up should be the same as was used at baseline and the lesions should be measured/assessed on the same pulse sequence.  It is beyond the scope of the RECIST guidelines to prescribe specific MRI pulse sequence parameters for all scanners, body parts, and diseases.  Ideally, the same type of scanner should be used and the image acquisition protocol should be followed as closely as possible to prior scans.  Body scans should be performed with breath-hold scanning techniques, if possible.

PET-CT  

At present, the low dose or attenuation correction CT portion of a combined PET-CT is not always of optimal diagnostic CT quality for use with RECIST measurements.  However, if the site can document that the CT performed as part of a PET-CT is of identical diagnostic quality to a diagnostic CT (with IV and oral contrast), then the CT portion of the PET-CT can be used for RECIST measurements and can be used interchangeably with conventional CT in accurately measuring cancer lesions over time.  Note, however, that the PET portion of the CT introduces additional data which may bias an investigator if it is not routinely or serially performed.  

Ultrasound  

Ultrasound is not useful in assessment of lesion size and should not be used as a method of measurement.  Ultrasound examinations cannot be reproduced in their entirety for independent review at a later date and, because they are operator dependent, it cannot be guaranteed that the same technique and measurements will be taken from one assessment to the next.  If new lesions are identified by ultrasound in the course of the study, confirmation by CT or MRI is advised.  If there is concern about radiation exposure at CT, MRI may be used instead of CT in selected instances.

Endoscopy, Laparoscopy  

The utilization of these techniques for objective tumor evaluation is not advised.  However, such techniques may be useful to confirm complete pathological response when biopsies are obtained or to determine relapse in trials where recurrence following complete response (CR) or surgical resection is an endpoint.

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 guidelines for both CA-125 response (in recurrent ovarian cancer) and PSA response (in recurrent prostate cancer) have been published [JNCI 96:487-488, 2004; J Clin Oncol 17, 3461-3467, 1999; J Clin Oncol 26:1148-1159, 2008].  In addition, the Gynecologic Cancer Intergroup has developed CA-125 progression criteria which are to be integrated with objective tumor assessment for use in first-line trials in ovarian cancer [JNCI 92:1534-1535, 2000].

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.

FDG-PET 
While FDG-PET response assessments need additional study, it is sometimes reasonable to incorporate the use of FDG-PET scanning to complement CT scanning in assessment of progression (particularly possible 'new' disease).  New lesions on the basis of FDG-PET imaging can be identified according to the following algorithm:
a. Negative FDG-PET at baseline, with a positive FDG-PET at follow-up is a sign of PD based on a new lesion.
b. No FDG-PET at baseline and a positive FDG-PET at follow-up:  If the positive FDG-PET at follow-up corresponds to a new site of disease confirmed by CT, this is PD.  If the positive FDG-PET at follow-up is not confirmed as a new site of disease on CT, additional follow-up CT  scans are needed to determine if there is truly progression occurring at that site (if so, the date of PD will be the date of the initial abnormal FDG-PET scan).  If the positive FDG-PET at follow-up corresponds to a pre-existing site of disease on CT that is not progressing on the basis of the anatomic images, this is not PD.
c. FDG-PET may be used to upgrade a response to a CR in a manner similar to a biopsy in cases where a residual radiographic abnormality is thought to represent fibrosis or scarring.  The use of FDG-PET in this circumstance should be prospectively described in the protocol and supported by disease-specific medical literature for the indication.  However, it must be acknowledged that both approaches may lead to false positive CR due to limitations of FDG-PET and biopsy resolution/sensitivity.

Note:  A ‘positive’ FDG-PET scan lesion means one which is FDG avid with an uptake greater than twice that of the surrounding tissue on the attenuation corrected image.
11.2. Response Criteria
11.2.1. Evaluation of Target Lesions

Complete Response (CR):  Disappearance of all target lesions.  Any pathological lymph nodes (whether target or non-target) must have reduction in short axis to <10 mm (<1 cm).

Partial Response (PR):  At least a 30% decrease in the sum of the diameters of target lesions, taking as reference the baseline sum diameters.

Progressive Disease (PD):  At least a 20% increase in the sum of the diameters of target lesions, taking as reference the smallest sum on study (this includes the baseline sum 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 5 mm (0.5 cm).  (Note:  the appearance of one or more new lesions is also considered progressions).

Stable Disease (SD):  Neither sufficient shrinkage to qualify for PR nor sufficient increase to qualify for PD, taking as reference the smallest sum diameters while on study.

11.2.2. Evaluation of Non-Target Lesions

Complete Response (CR):  Disappearance of all non-target lesions and normalization of tumor marker level.  All lymph nodes must be non-pathological in size (<10 mm [<1 cm] short axis).

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

Non-CR/Non-PD:  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.  Unequivocal progression should not normally trump target lesion status.  It must be representative of overall disease status change, not a single lesion increase.    

Although a clear progression of “non-target” lesions only is exceptional, the opinion of the treating physician should prevail in such circumstances, and the progression status should be confirmed at a later time by the review panel (or Principal Investigator).
11.2.3. 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.

For Patients with Measurable Disease (i.e., Target Disease)
	Target Lesions
	Non-Target Lesions
	New Lesions
	Overall Response
	Best Overall Response when Confirmation is Required*

	CR
	CR
	No
	CR
	>4 wks. Confirmation**

	CR
	Non-CR/Non-PD
	No
	PR
	>4 wks. Confirmation**

	CR
	Not evaluated
	No
	PR
	

	PR
	Non-CR/Non-PD/not evaluated
	No
	PR
	

	SD
	Non-CR/Non-PD/not evaluated
	No
	SD
	Documented at least once >4 wks. from baseline**

	PD
	Any
	Yes or No
	PD
	no prior SD, PR or CR

	Any
	PD***
	Yes or No
	PD
	

	Any
	Any
	Yes
	PD
	

	*
See RECIST 1.1 manuscript for further details on what is evidence of a new lesion.

**    Only for non-randomized trials with response as primary endpoint.

***  In exceptional circumstances, unequivocal progression in non-target lesions may be accepted as disease progression.

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


For Patients with Non-Measurable Disease (i.e., Non-Target Disease)
	Non-Target Lesions
	New Lesions
	Overall Response

	CR
	No
	CR

	Non-CR/non-PD
	No
	Non-CR/non-PD*

	Not all evaluated
	No
	not evaluated

	Unequivocal PD
	Yes or No
	PD

	Any
	Yes
	PD

	*
‘Non-CR/non-PD’ is preferred over ‘stable disease’ for non-target disease since SD is increasingly used as an endpoint for assessment of efficacy in some trials so to assign this category when no lesions can be measured is not advised


11.2.4. Duration of Response
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 progressive disease is objectively documented.

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, including the baseline measurements. 

11.2.5. Progression-Free Survival

Include this section if time to progression or progression-free survival (PFS) is to be used.  PFS is defined as the duration of time from start of treatment to time of progression or death, whichever occurs first.

11.2.6. 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.
11.3. Antitumor Effect – Hematologic Tumors

Please provide appropriate criteria for evaluation of response and methods of measurement.

11.4. Other Response Parameters

Other endpoints and the criteria for their measurement should be entered below or reference should be made to the protocol section where these criteria may be found.
12. DATA REPORTING / REGULATORY CONSIDERATIONS 

Adverse event lists, guidelines, and instructions for AE reporting can be found in Section 7.0 (Adverse Events: List and Reporting Requirements).

12.1. Data Reporting 
The OnCore Database will be utilized, as required by the WVUCI, to provide data collection for both accrual entry and trial data management.  OnCore is a Clinical Trials Management System housed on secure servers maintained at West Virginia University.  OnCore properly used is compliant with Title 21 CFR Part 11.  Access to data through OnCore is restricted by user accounts and assigned roles.  Once logged into the OnCore system with a user ID and password, OnCore defines roles for each user which limits access to appropriate data. User information and password can be obtained by contacting the OnCore Administrator at lwallace@hsc.wvu.edu.

OnCore is designed with the capability for study setup, activation, tracking, reporting, data monitoring and review, and eligibility verification. This study will utilize electronic Case Report Form completion in the OnCore database.  A calendar of events and required forms are available in OnCore.
12.1.1. Method

Data will submitted on a real-time basis, but no less than once every two weeks via OnCore electronic case report forms.
12.1.2. Responsibility for Data Submission

It is the responsibility of the PI(s) at the site to ensure that all investigators understand the procedures for data submission and that protocol specified data are submitted accurately and in a timely manner via the electronic data capture system, OnCore.  

Metrics for timeliness will be followed and assessed on a quarterly basis.  For the purpose of Institutional Performance Monitoring, data will be considered delinquent if it is greater than 4 weeks past due.
12.2. Regulatory Considerations
The study will be conducted in compliance with ICH guidelines and with all applicable federal (including 21 CFR parts 56 & 50), state or local laws.
12.2.1. Written Informed consent

Provision of written informed consent must be obtained prior to any study-related procedures. The Principal Investigator will ensure that the subject is given full and adequate oral and written information about the nature, purpose, possible risks and benefits of the study as well as the subject’s financial responsibility. Subjects must also be notified that they are free to discontinue from the study at any time. The subject should be given the opportunity to ask questions and be allowed time to consider the information provided. 

The original, signed written Informed Consent Form must be kept with the Research Chart in conformance with the institution’s standard operating procedures. A copy of the signed written Informed Consent Form must be given to the subject. Additionally, documentation of the consenting process should be noted in the medical record.
12.2.2. Subject Data Protection

In accordance with the Health Information Portability and Accountability Act (HIPAA), a subject must sign an authorization to release medical information to the sponsor and/or allow the sponsor, a regulatory authority, or Institutional Review Board access to subject’s medical information that includes all hospital records relevant to the study, including subjects’ medical history. 
12.2.3. Retention of records
The Principal Investigator supervises the retention of all documentation of adverse events, records of study drug receipt and dispensation, and all IRB correspondence for as long as needed to comply with national and international regulations. No records will be destroyed until the Principal Investigator confirms destruction is permitted. 

12.2.4. Audits and inspections 

Authorized representatives of the sponsor, a regulatory authority, an Independent Ethics Committee (IEC) or an Institutional Review Board (IRB) may visit the site to perform audits or inspections, including source data verification. The purpose of an audit or inspection is to systematically and independently examine all study-related activities and documents to determine whether these activities were conducted, and data were recorded, analysed, and accurately reported according to the protocol, Good Clinical Practice (GCP), guidelines of the International Conference on Harmonization (ICH), and any applicable regulatory requirements.   

12.2.5. Data Safety and Monitoring Plan

This protocol will adhere to the policies of the West Virginia University Cancer Institute Data and Safety Monitoring Plan.
13. STATISTICAL CONSIDERATIONS 
This section should be developed in close collaboration with the Biostatistics Core Facility at an early stage in protocol development and be approved by the protocol statistician before submission to the Protocol Review and Monitoring Committee.  
This section should address how each objective will be assessed.  The following issues shall be discussed:  determination of sample size, estimated duration of study, accrual goal, method of analyses, and criteria for stopping trial. 

13.1. Study Design/Endpoints
Describe the study design. This includes: 

· the objectives of the trials (primary, secondary and correlative)

· the associated endpoint(s)

· please include time frames for completing associated endpoints

· the method of dose escalation (e.g. “3+3”; accelerated titration; continual reassessment method (CRM)). 

· If the primary goal of the trial is to identify a maximum tolerated dose (or optimal biologic dose, or both) provide a precise definition of it or reference the appropriate protocol section. 

· If the trial is randomized indicate the proportion of subjects to be accrued to each dose level (e.g. equal randomization).

13.2. Sample Size/Accrual Rate
Provide a statistical justification for the number of subjects to be enrolled based on the primary goal(s) of the trial.

Please specify the planned sample size and accrual rate (e.g., patients/month).  Add information regarding advanced imaging sample size as appropriate.
· If correlative studies are being performed address the suitability of the proposed sample size to obtain meaningful results (even if the goal of such studies is hypothesis generating). Also include the objectives, endpoints, and any methods not described in correlative research section of the protocol.
· Describe how the primary and secondary/correlative endpoints will be analyzed (e.g. parametric versus non-parametric methods; one versus two-sided statistical tests; the confidence limits that will be used for estimation). 
· If correlative studies are included, address whether or not adjustments to p-values will be made for multiple comparisons; and if appropriate the method to be used.
13.3. Stratification Factors

Please specify any planned patient stratification factors.  Indicate whether dose escalation and MTD determination will be done for each stratum individually.  
13.4. 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.
13.5. Methods for Analysis
13.6. Safety Analysis
13.7. REFERENCES
Please provide the citations for all publications referenced in the text. 

Publications should be organized as any standard bibliography using AMA style formatting as presented below.

Number. Last name followed by initial of first name.  Title of article in sentence format.  Title of Journal in Abbreviated Title Format.  Month Year published;edition or volume:page-page.

Example:
1. Hensen, DE, Albores-Savvedra J, Corle D.  Carcinoma of the gallbladder, histologic types, stage of disease and survival rates. Cancer 1992;70:1493-1497.

14. APPENDICES 

The investigator may choose from the following commonly used appendices and modify per protocol specifications. The investigator must supply additional appendices as needed including questionnaires and surveys. 
Appendix 1
PERFORMANCE STATUS CRITERIA

	ECOG Performance Status Scale
	Karnofsky Performance Scale

	Grade
	Description
	Percent
	Description

	0
	Normal activity. Full 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% if 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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