Date:
September 13, 2006

Topic:
CTEP, NCI CTCAE Grade Information

From:
Ann Setser

Common Terminology Criteria for Adverse Events - Instructions and Guidelines

Grades

For each AE, grades are assigned and defined using a scale from 0 to 5. Grade 0 is universally defined as absence of AE or within normal limits or values. Grade 5 is defined as Death associated with an AE. Specific criteria for each grade are included for each AE. 

0 = No Adverse Event or within normal limits

1 = Mild Adverse Event

2 = Moderate Adverse Event

3 = Severe and undesirable Adverse Event

4 = Life-threatening or disabling adverse event

5 = Death related to Adverse Event

In CTCAE, Grade refers to the severity of adverse events. Generally, Grade 1 events are mild; Grade 2 are moderate; Grade 3 are severe; Grade 4 are life-threatening or disabling; Grade 5 is death. CTCAE grading is by definition a 5-point scale generally corresponding to mild, moderate, severe, life-threatening and death. This grading system inherently places a value on the importance of an event, although, there is not necessarily proportionality" among grades (a "2" is not necessarily twice as bad as a "1"). Some adverse events are difficult to "fit" into this 5 point schema, but altering the general guidelines of severity scaling would render the system useless for comparing results between trials, an important purpose of the system. Some AES do not have a value for every Grade (e.g., Grade 4 hiccups is blank)."
The following features are found within Grades:

Grades Displayed
Grade Zero

Grade 0 is universally defined as absence of AE or within normal limits or values. To render it more readable, Grade 0 is not displayed in the CTCAE v3.0 document but it is implied and is available for each AE. Therefore, Grade 0 is available for baseline assessment.

Grade 5

Grade 5 is routinely considered Death related to an Adverse Event. However, Death is inappropriate for many of the AEs listed in the CTCAE. The CTCAE document distinguishes this by including a Grade 5 column and specifying either Death or a ‘Em dash’ (—) for each AE. 

 

Em Dash
All grades are not appropriate for all AEs. Therefore, some AEs are listed with fewer than five options for grade selection. An ‘Em dash’ (—) indicates a grade is not available/appropriate.

Example: Inappropriate Grade
 

Semicolon
A semicolon indicates ‘or’ within the description of the grade. A grade is to be assigned when a clinical finding/situation fulfills any of the conditions separated by a semicolon in the grade descriptions. In the example below, Grade 2 for 'Gastritis (including bile reflux gastritis)' is written as:


And read as:

Symptomatic OR altered gastric function (e.g., inadequate oral caloric or fluid intake) OR IV fluids indicated <24 hrs.

 

Alternate Grading Criteria
Several of the AEs include alternate descriptions of grades depending on: 

Anatomic Area
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In the exarmple below, either total or ionized calcium may be used to grade hypocalcernia or hypercalcernia

MUSCULOSKELETAL/SOFT TISSUE

Grade
Adverse Event Short Name 1 2 3 4
lonized calcium: lonized calcium: lonized calcium: lonized calc

Remark: Calcium can be falsely low if hypoalbuminemia is present. Serum alburmin is <4.0 g/dL, hypocalcemia is reported after t
cortective calculation has been performed: Corrected Calcium (mgfdL) = Total Calcium (mg/dL) ~ 0.8 [Alburnin (g/dL) ~ 4] * Aterr
measurement of ionized calcium is the definitive method to diagnose metabolically relevant alterations in serum calcium
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Standard Grade Terminology
Activities of Daily Living (ADLs)
Activities of Daily Living refer to the performance of the basic activities of self care: getting in and out of bed, dressing, eating, getting around inside, bathing, and using the toilet. Assessment of ADLs include identification of how a patient’s symptoms affect his/her ability to care for self based from the perspective of physical, mental, or social ability to carry on the normal basic activities of life. How do the symptoms affect his/her ability to care for self, to move about, to do what he/she would do if able? Adverse Event assessment includes questions related to ADLs to give an indication of the capacity of the patient. Both self-care activities (eating, bathing, walking, toileting, hygiene) and instrumental activities (shopping, laundry, finances, and transportation) are to be investigated.

Interpretation of ADLs is based on the impact of neurological disability on such functions as understanding, communicating, remembering, seeing, speaking, feeling, moving, walking, and integrated regulatory functions such as elimination. Assessment of ADLs are viewed in terms of capacity disabilities rather than dysfunction of component parts of the body. 

References: 

Physical, mental, or social ability to carry on the normal activities of life.  CSP2000: Computer Retrieval of Information on Scientific Projects (CRISP).  Bethesda, MD:  National Institutes of Health, Division of Research Grants, Research Documentation Section, 2000.

Personal activities to maintain oneself.  HHC96:  Saba, Virginia.  Home Health Care Classification of Nursing Diagnoses and Interventions.  Washington, DC, National Library of Medicine, 1996.

The performance of the basic activities of self care, such as dressing, ambulation, eating, etc.  MSH2000 Medical Subject Headings (MeSH).  Bethesda, MD, National Library of Medicine, 2000.

Activities of Daily Living (ADLs) Alteration
Change or modification of ability to maintain oneself.  HHC96:  Saba, Virginia.  Home Health Care Classification of Nursing Diagnoses and Interventions.  Washington, DC, National Library of Medicine, 1996

Activities of Daily Living refer to the performance of the basic activities of self care: getting in and out of bed, dressing, eating, getting around inside, bathing, and using the toilet. Assessment of ADLs include identification of how a patient’s symptoms affect his/her ability to care for self based from the perspective of physical, mental, or social ability to carry on the normal basic activities of life. How do the symptoms affect his/her ability to care for self, to move about, to do what he/she would do if able? Adverse Event assessment includes questions related to ADLs to give an indication of the capacity of the patient. Both self-care activities (eating, bathing, walking, toileting, hygiene) and instrumental activities (shopping, laundry, finances, and transportation) are to be investigated.

Interpretation of ADLs is based on the impact of neurological disability on such functions as understanding, communicating, remembering, seeing, speaking, feeling, moving, walking, and integrated regulatory functions such as elimination. Assessment of ADLs are viewed in terms of capacity disabilities rather than dysfunction of component parts of the body. 

References: 

Physical, mental, or social ability to carry on the normal activities of life.  CSP2000: Computer Retrieval of Information on Scientific Projects (CRISP).  Bethesda, MD:  National Institutes of Health, Division of Research Grants, Research Documentation Section, 2000.

Personal activities to maintain oneself.  HHC96:  Saba, Virginia.  Home Health Care Classification of Nursing Diagnoses and Interventions.  Washington, DC, National Library of Medicine, 1996.

The performance of the basic activities of self care, such as dressing, ambulation, eating, etc.  MSH2000 Medical Subject Headings (MeSH).  Bethesda, MD, National Library of Medicine, 2000.

Activities of Daily Living (ADLs) Alteration
Change or modification of ability to maintain oneself.  HHC96:  Saba, Virginia.  Home Health Care Classification of Nursing Diagnoses and Interventions.  Washington, DC, National Library of Medicine, 1996.

 

Hospitalization and Prolongation of Hospitalization
Hospitalization includes any overnight stay in a healthcare facility, including the so-called ‘23 hour observation’ status often used because of reimbursement issues. It does not include extended infusions or treatments in an outpatient facility. Evaluation and treatment in an emergency medical department is not per-se a hospitalization, but investigators must use good judgment when considering reporting guidelines and definitions for a patient treated for extended periods of time in emergency departments. 

Prolongation of hospitalization (longer than expected) is either the result of the AE itself or intervention or potential complications from the AE, including prevention and/or monitoring

Hospitalization includes any overnight stay in a healthcare facility, including the so-called ‘23 hour observation’ status often used because of reimbursement issues. It does not include extended infusions or treatments in an outpatient facility. Evaluation and treatment in an emergency medical department is not per-se a hospitalization, but investigators must use good judgment when considering reporting guidelines and definitions for a patient treated for extended periods of time in emergency departments. 

Prolongation of hospitalization (longer than expected) is either the result of the AE itself or intervention or potential complications from the AE, including prevention and/or monitoring.

 

Medical Intervention
‘Medical intervention’ is included in the description of many grades and refers to intervention including more than drugs. Physical therapy, specialized nursing care, exercise, etc. are included in medical intervention.

‘Medical intervention’ is included in the description of many grades and refers to intervention including more than drugs. Physical therapy, specialized nursing care, exercise, etc. are included in medical intervention.

 

Indicated vs. Required
The CTCAE v3.0 uses the word ‘indicated’ rather than ‘required’ when describing grades in which interventions help define severity. In most cases, the meaning is interchangeable, but there are situations when a procedure would be indicated, but not performed due to extenuating circumstances. For example, a patient develops a pleural effusion, requires supplemental oxygen, and the clinical situation merits thoracic chest tube placement, but the patient declines the procedure. In this case, the grading would be based on the medical opinion of what should be done, not what was actually done.

Grading AEs in Multimodality Therapies when Options are Available

It is well documented that acute and chronic radiation AEs may be exacerbated by the simultaneous administration of some chemotherapy agents with radiation. Some protocols are developed to take advantage of the radiosensitizing nature of some chemotherapy agents. 

When an AE occurs in a multimodality therapy, it is graded using the grading criterion that most closely matches the clinical situation. Most often, it is not possible to separate the contribution of the individual modalities and it is not the purpose of the CTCAE to do so. Attribution assessment and duration data occurs in the context of evaluation of summary AE data and reporting. 

Most AEs and grading criteria are applicable to any treatment modality. In general, the AEs in the CTCAE are developed to capture AEs associated with, but not necessarily attributable to a therapy. It is important to note that in general, attribution or causality is a judgment outside of the domain of the CTCAE, and therefore attribution is not a part of the classification and grading of AEs. However, there are exceptional cases in which the CTCDT chose to include association with an intervention in the categorization of the AE. For example, 'Catheter-related infection' includes an association in the AE itself, but this does not imply that the catheter or those who placed the catheter are responsible for the AE. In these cases, the categorization is still thought of as associative rather than causative for reporting purposes.

Grade Assignment Responsibility 

It is the protocol clinical investigators, and ultimately the protocol PI, who are primarily responsible for AE assignment and grading. The CTCAE is designed as an instrument to be used to document AEs discovered through a combination of clinical and laboratory evaluation, and not as a tool to assist with data extraction from the medical record outside of the direct participation and supervision of the clinical investigators who are intimately involved in the clinical care of the protocol subjects. Decoupling of clinical care and data extraction and management are discouraged. The use of protocol-specific AE documentation templates developed prospectively to enhance consistent and complete AE reporting is recommended

Acceptable vs Unacceptable AEs

Acceptable AEs are defined by protocol, not within CTCAE. Furthermore, the CTCAE and CTEP do not define 'acceptable' as Grades 1 and 2 or 'unacceptable' as Grades 3 and 4. Historically, Phase 1 chemotherapy generally stated that any Grade 3 or 4 AE other than myelosuppression was considered unacceptable and dose-limiting. Current interventions dismiss that general rule
. Are pathologic criteria used in grading Adverse Events?

Pathologic criteria are not directly used in the CTCAE grading definitions, but can be used as supportive information in determining whether an event or change in a patient’s status is from cancer intervention or from some other cause.

2. Are the terms 'mild, moderate, and severe' in criteria language?

Including the general (and vague) terms 'mild, moderate, and severe' in the actual criteria language is avoided whenever possible. CTCAE v3.0 attempts to present clinically-specific language, which best describe the event or clinical scenario.

3. Does an intervention define a grade?

For some Adverse Events, the inclusion of an intervention may help to define the grade (severity) even more than clinical descriptions. Therefore, for some AEs, the indicated use of IV fluids, interventional radiology procedures, or the need for surgical intervention will automatically trigger the appropriate grade

4. How is 'deficit' or 'disability' described related to some Grade 4 descriptions?

There are times when the CTCAE requires the judgement of the clinician involved, especially in situations, for example, the definition of 'deficit' or 'disability' associated with some Grade 4 definitions. The CTCDT  interprets Grade 4 deficits and/or disabilities to be non-trivial and with meaningful life-altering consequences.  

While this may seem vague and subjective, the very definition of 'life-threatening consequences,' an expression used throughout many CTC versions, is similarly subjective, yet these guides for grade assignment have proved to work quite well when there is good communication between the clinicians and research associates.

5. Is the same severity scaling applied across all modalities?

Severity scaling is preserved across all modalities as much as possible. This promotes ease of grading by investigators and CRAs as well as reporting and interpretation of data across studies.

While the CTCAE system evolved from the viewpoint of chemotherapy effects, it has been the most widely used system in oncology. It would defeat the purpose of having a unified reference system for all modalities if different scaling standards were used for radiation or surgery. While this may be viewed as a limitation from a particular modality standpoint, the CTCAE represents the best foundation to evolve into a true multimodality platform for AE grading in clinical trials.

6. When creating criteria, what are the guidelines about designating something as a Grade 1, 2, 3, or 4 (severity scaling)?

CTCAE v3.0 grading is by definition a 5-point scale generally corresponding to mild, moderate, severe, life threatening, and death. This grading system inherently places a value on the importance of an event, although there is not necessarily proportionality among grades (a Grade 2 is not necessarily twice as bad as a Grade 1). Some AEs are difficult to fit into this 5-point schema, but altering the general guidelines of severity scaling would render the system useless for comparing results between trials, an important purpose of the system. It is not a requirement to create language for all grades for all AEs (e.g., Grade 4 hiccups is not applicable).

7. What is considered a physiologic consequence?

Physiologic consequences are effects on the body and in the CTC v2.0, generally represent severe changes (Grade 4) such as hypotension, acidosis, shock, renal failure.

