Manual for the Completion of caBIG® Case Report Form (CRF) Modules
Introduction
In 2006, members of the Cancer Biomedical Informatics Grid or caBIG® in conjunction with the National Cancer Institute’s Center for Biomedical Informatics and Information Technology (NCI CBIIT) initiated a Case Report Form (CRF) harmonization activity.  CRFs submitted from the community were reviewed and inventoried. The Harmonization group then reviewed all questions on the CRF and partitioned them into three categories:
· Mandatory – A data collection variable that must be on the CRF (e.g., a regulatory requirement (if applicable)).

· Conditional – A data collection variable that must be collected on the CRF for specific cases  that may be dictated by local or sponsor defined business rules. 

· Optional – A data collection variable that is available for use if needed .  There is no regulatory or business requirement for inclusion of this element on the CRF; if the design and scientific questions posed in the study dictate the need to collect this type of data, this is the element to include on the CRF

· Non-harmonized - A data collection variable that is, by consensus, to primarily belong to a different CRF module or is not belonging to any defined module
A template form with modules that contain questions or variables representing data to be collected was developed.  The companion eCRF instruction manual is a set of directions to guide data collection in each module template.  Specific implementation instructions are not present; various groups may wish to implement the contents of a module in a variety of software applications.
The instructions include the field name, description or definition of each field, and any special formatting notes that apply to entries – such as the inclusion of full dates, use of values from a choice list only, etc.

Finally, each question (or data item) is noted as Mandatory (m), Conditional (c), or Optional (o).
NCI Standard Outcome Measures Module Template Instructions
The CTMS Workspace Outcome Measures Working Group (WG) had to define its scope narrowly due to time constraints and addressed outcome measures data collected for solid tumors.  Fields specific to hematologic or liquid cancers will be addressed in a future round as a separate module. The WG has included a glossary/appendix for common primary and secondary Endpoints/Outcomes for the convenience of those involved with outcomes measurement.  The work group noted that these endpoints/outcomes are not normally collected on CRFs, but are derived from outcome measures data collected in this module. Due to the evolving and focused nature of the RECIST guideline for measuring solid tumors, the WG called for all RECIST-related fields to be part of a separate sub-module.  Patient Reported Outcomes and Quality of Life fields were acknowledged to be part of Outcome Measures, but will be addressed in a separate sub-module as well. Preparation of that sub-module will require another call for relevant CRFs and WG membership should be broadened to incorporate expertise from other NCI and NIH groups that are actively involved in the ongoing evolution of those specialized forms of outcome measurement.
Field Descriptions and Instructions
	Field Name/Status
	Description/Instructions
	Format

	Participant Vital Status (m)
	Enter Alive, Dead, Unknown or Unspecified as the state of the participant
	Use choice list

	Disease Status Evaluation Indicator (m)
	Enter Yes to indicate if the participant’s disease status was evaluated during this reporting period; otherwise enter No.
	Use choice list

	Disease Status Evaluation Date (c)
	Enter the year, month, and day that the participant’s disease status was evaluated during this reporting period.
	Use MM/DD/YYYY format

	Disease Status Evaluation Method (c)
	Enter the examination method used as the basis for assessing disease status.
	Use choice list

	Other Disease Status Evaluation Method (c)
	If OTHER entered as Disease Status Evaluation Method, specify method used.
	Free Text

	Current Disease Status (c)
	Enter the participant’s disease status for this reporting period.
	Use choice list

	Death Cause (m)
	If the participant died, enter the cause of death.
	Use choice list

	Other Death Cause (m)
	If OTHER entered as Death Cause, specify the cause.
	Free Text

	Death Date (m)
	If the participant died, enter date of death.
	Use MM/DD/YYYY format

	Most Recent Information Source (o)
	Enter the primary source of participant information obtained for this reporting period.
	Use choice list

	Most Recent Contact Date (o)
	Enter the most recent date that study personnel collected verifiable information about the participant’s status.
	Use MM/DD/YYYY format

	Evidence of Disease Indicator (o)
	Enter Yes if the participant’s disease status was evaluated during this reporting period and there is evidence of disease; otherwise enter No.
	Use choice list

	Disease Recurrence Indicator (o)
	Enter Yes if the original disease recurred during this reporting period; otherwise enter No.
	Use choice list

	Disease Recurrence Date (o)
	If disease has recurred during this reporting period, enter date that the recurrence was determined.
	Use MM/DD/YYYY format

	Disease Recurrence Evaluation Method (o)
	Enter the examination method used as the basis for assessing disease recurrence.
	Use choice list

	Other Disease Recurrence Evaluation Method (o)
	If OTHER entered as Disease Recurrence Determination Method, specify method used.
	Free Text

	Disease Progression Indicator (o)
	Enter Yes if the original disease progressed during this reporting period; otherwise enter No.
	Use choice list

	Disease Progression Site (o)
	Enter body site of progressed lesion.
	Free Text

	Disease Progression Date (o)
	If disease has progressed during this reporting period, enter date that progression was determined.
	Use MM/DD/YYYY format

	Disease Progression Evaluation Method (o)
	Enter the examination method used as the basis for assessing disease progression.
	Use choice list

	Other Disease Progression Evaluation Method (o)
	If OTHER entered as Disease Progression Determination Method, specify method used.
	Free Text

	Other Therapy Before Disease Progression Indicator (o)
	Enter Yes if a therapy outside of this study’s protocol was used before disease progression was noted; otherwise enter No, or Unknown.
	Use choice list

	Other Therapy Before Progression (o)
	Enter the name of the out-of-protocol treatment administered before progression was noted. 
	Free Text

	Other Therapy Before Progression Start Date (o)
	Enter the date that the out-of-protocol treatment before progression was begun.
	Use MM/DD/YYYY format

	Other Therapy Before Progression End Date (o)
	Enter the date that the out-of-protocol treatment before progression was ended.
	Use MM/DD/YYYY format

	Prior Treatment Best Response (o)
	Enter the highest response to treatment that occurred before entering this study.
	Use choice list

	Current Study Best Response (o)
	Enter the highest response to treatment that occurred after entering this study.
	Use choice list

	Best Response Date (o)
	Enter date of evaluation used to determine participant’s maximum improvement in disease status during this study. 
	Use MM/DD/YYYY format

	Autopsy Performed Indicator (o)
	If the participant died, enter Yes or No to indicate if an autopsy was done.
	Use choice list

	Autopsy-based Death Reason (o)
	Enter the cause of death as determined at autopsy.
	Use choice list

	Other Autopsy-based Death Reason (o)
	If OTHER entered as Autopsy-based Death Reason, specify other cause.
	Free Text

	Autopsy-based Disease Sites (o)
	Enter anatomic sites found at autopsy to be involved with the disease or condition under study.
	Free Text


NCI Standard Outcome Measures Module Template
Mandatory Questions
Participant Vital Status
Alive
Dead

Unknown

Unspecified
[CDE Public ID and Version 2847330v1.0:  Definition: Responses that describe whether a person who has taken part in an activity is alive, dead or if their status is unknown or unspecified.]
Disease Status Evaluation Indicator
Yes
No
[CDE Public ID and Version 2847336v1.0:  Definition: The state of any abnormal condition of the body or mind that causes discomfort, dysfunction, or distress to the person affected described during the present reporting interval.]
Death Cause

Drug Related

Infection
New Primary

Other

Tumor

Unknown

[CDE Public ID and Version 2192871v1.0:  Definition: Primary reason or cause of death if a person who has taken part in an activity is dead. (Alternate definition).]
Other Death Cause

Text Field – Maximum length = 100

[CDE Public ID and Version 2857324v1.0: Definition: The free text field that describes other primary reason or cause of death.]
Death Date

Display Format = MM/DD/YYYY

[CDE Public ID and Version 2004152v1.0: Definition: The actual date of a patient's/participant's death.]
Conditional Questions
Disease Status Evaluation Date
Display Format = MM/DD/YYYY

[CDE Public ID and Version 2857241v1.0:  Definition: The date on which an observation was made about the state of any abnormal condition of the body or mind that causes discomfort, dysfunction, or distress to the person affected described during the present reporting interval.]
Disease Status Evaluation Method

Permissible values (currently 112)
[CDE Public ID and Version 2309v5.0:  Definition: A method of assessment by which a lesion is examined and/or measured; by RECIST guidelines, the same method must be used to evaluate a lesion at each assessment from baseline through follow-up.]
Other Disease Status Evaluation Method
Text Field – Maximum length = 200
[CDE Public ID and Version 2182510v1.0:  Definition: the text field to describe another method of assessment by which a lesion is examined and/or measured.]
Current Disease Status
Complete Remission

Partial Remission

Progressive Disease

Stable Disease

Disease Progression

Biologic Progression

No Disease Progression

Relapse

Complete Remission (Post transplant relapse)

Not Evaluable
[CDE Public ID and Version 2857248v1.0:  Definition: The subdivision that describes the current state of any abnormal condition of the body or mind that causes discomfort, dysfunction, or distress to the person affected.]
Optional Questions
Most Recent Information Source
Medical Record

Participant

Family

Site Physician

CRA

Cancer Registrar

Outside Physician/Hospital
[CDE Public ID and Version 2846897v1.0:  Definition: The source of the information gathered during the most recent contact with the participant.]
Most Recent Contact Date
Display Format = MM/DD/YYYY
[CDE Public ID and Version 2847285v1.0:  Definition: The most recent date that someone from the study could verify a status for the study participant.]
Evidence of Disease Indicator
No evidence of disease

Disease Present
[CDE Public ID and Version 2182510v1.0:  Definition: the status of the most recent clinical assessment.]
Disease Recurrence Indicator
Yes

No

Unknown
[CDE Public ID and Version 2330417v1.0:  Definition: the yes/no/unknown indicator that asks whether a re-occurrence of the same cancer was detected.]
Disease Recurrence Date
Display Format = MM/DD/YYYY
[CDE Public ID and Version 3289v4.0:  Definition: The date when the return or spread of cancer was determined.]
Disease Recurrence Evaluation Method 
Permissible values (currently 112)

[CDE Public ID and Version 2309v5.0:  Definition: a method of assessment by which a lesion is examined and/or measured; by RECIST guidelines, the same method must be used to evaluate a lesion at each assessment from baseline through follow-up.]
Other Disease Recurrence Evaluation Method 
Text Field – Maximum length = 200
[CDE Public ID and Version 2182510v1.0:  Definition: the text field to a describe another method of assessment by which a lesion is examined and/or measured.]
Disease Progression Indicator
Yes

No

Unknown
[CDE Public ID and Version 2002502v3.0:  Definition: the yes/no/unknown indicator that asks whether there was a first relapse or progression of disease.]
Disease Progression Site
Non-enumerated  Text Field – Maximum length = 100
[CDE Public ID and Version 2002504v4.0:  Definition: the free text field to specify the site of disease progression or relapse.]
Disease Progression Date
Display Format = MM/DD/YYYY
[CDE Public ID and Version 1487v4.0:  Definition: the date the spread of the cancer was diagnosed.]
Disease Progression Evaluation Method
Permissible values (currently 112)
[CDE Public ID and Version 2309v5.0:  Definition: a method of assessment by which a lesion is examined and/or measured; by RECIST guidelines, the same method must be used to evaluate a lesion at each assessment from baseline through follow-up.]
Other Disease Progression Evaluation Method
Text Field – Maximum length = 200
[CDE Public ID and Version 2182510v1.0:  Definition: the text field to describe another method of assessment by which a lesion is examined and/or measured.]
Other Therapy Before Disease Progression Indicator
Yes

No
Unknown
[CDE Public ID and Version 2857254v1.0:  Definition: An indicator noting whether a participant received treatment outside of the protocol before progression of the disease occurred.]
Other Therapy Before Progression
Non-enumerated  Text Field – Maximum length = 100
[CDE Public ID and Version 2857262v1.0:  Definition: The name of the treatment the participant received outside of the protocol before progression of the disease occurred.]
Other Therapy Before Progression Start Date
Display Format = MM/DD/YYYY
[CDE Public ID and Version 2857264v1.0:  Definition: The date that the treatment the participant received outside of the protocol before progression of the disease occurred began.]
Other Therapy Before Progression End Date
Display Format = MM/DD/YYYY
[CDE Public ID and Version 2857266v1.0:  The date that the treatment the participant received outside of the protocol before progression of the disease occurred ended.]
Prior Treatment Best Response

Complete Response

Partial Response

Stable Disease

Progression

Borderline Stable

Unconfirmed CR

Inevaluable for Response

Unconfirmed PR

Too early

Not assessed
[CDE Public ID and Version 2857278v1.0:  Definition: The subdivision that describes the highest level of disease response reported before this protocol therapy was begun.]
Current Study Best Response

Clinical Progressive Disease

Complete Response

Not Applicable per Protocol 

Not Assessed 

Not Evaluable

Partial Response

Radiographic Progressive Disease

Stable Disease

Surgical Progressive Disease

Too Early to Assess per Protocol
[CDE Public ID and Version 2857291v1.0:  Definition: The subdivision that describes most positive improvement related to treatment on the study protocol evaluating intervention at the present point in time.]
Best Response Date
Display Format = MM/DD/YYYY
[CDE Public ID and Version 2003608v3.0:  Definition: Date of the evaluation used to determine the patient's maximum improvement in disease status within a period of protocol time.]
Autopsy Performed Indicator
Yes

No

Unknown
[CDE Public ID and Version 2179657v2.1:  Definition: Text names of anatomic sites that are involved with the disease/condition under study at the time of death, and confirmed upon autopsy.]
Autopsy-based Death Reason
Current disease

Protocol treatment

Other cause
[CDE Public ID and Version 2847391v1.0:  Definition: The subdivision that describe an explanation of the cause of the absence of life having been verified by an examination and dissection of a dead body.]
Other Autopsy-based Death Reason
Non-enumerated  Text Field – Maximum length = 100
[CDE Public ID and Version 2857353v1.0:  Definition: The free text field that describes other type of cause of death as determined by autopsy findings.]
Autopsy-based Disease Sites
Permissible values (currently 217)
[CDE Public ID and Version 2004156v4.0:  Definition: Text names of anatomic sites that are involved with the disease/condition under study at the time of death, and confirmed upon autopsy.]
Glossary
The following list of primary outcomes do not appear on case report forms. Rather, they are derived from data that are reported on case report forms. They are listed here for convenience of those involved with outcome measures.

Cancer-specific Survival
Definition: The period from diagnosis until death from the same cancer, whether the original lesion or to a second primary, same cancer or related causes. (Adapted from DJA Punt et. al., 2007)
Disease Free Survival, Disease Free Interval 
Definition: The period from date of diagnosis until date of first recurrence, loco-regional or systemic. (RTOG)
Overall Survival
Definition: The period from date of diagnosis until death from any cause. (RTOG)

Progression Free Survival, Progression Free Interval 
Definition: The period during and after treatment in which a participant is living with a disease that does not get worse. Typically it is the period from date of diagnosis until 1) loco-regional or systemic recurrence, 2) second malignancy, or 3) death from any cause; late deaths not related to cancer or its treatment are excluded. (RTOG)
Relapse Free Survival, Relapse Free Interval 
Definition: The period from primary disease removal by operative procedure until the detection of recurrent disease. In cancer-related studies, second primary same cancers and other primary cancers are ignored. (Adapted from DJA Punt et. al., 2007)
Time to Recurrence
Definition: The period from when a participant is rendered free of evident disease until the detection of recurrent disease. In cancer-related studies, second primary same cancers and other primary cancers are ignored. (Adapted from DJA Punt et. al., 2007)
Time to Treatment Failure
Definition: The period from treatment initiation until recurrence, treatment-related death, second, same or other primary cancer, or death from cancer. Non-cancer related death is excluded. (Adapted from DJA Punt et. al., 2007)
End of Outcome Measures Module
