List of Items resolved by CTCAE Steering Committee
Period: July 2008 to March 1 2009 (from new to old)
1. Draft 2 Review: Inconsistencies in Grading scales
SC members volunteered to meet again this week to discuss and sort out discrepancies in the grading scales

2. Discussion on Nervous System and Psychiatric Disorder Terms: Terms were discussed for their grading scales.SC voted for approval of individual proposals.


3. Phase one recommendation for v3.0 term Speech impairment (e.g., dysphasia or aphasia) was to create three terms: Dysphasia,  Dysarthria, Aphonia. Phase two recommendation is to delete Aphonia and Dysarthria and Dysphonia, and create new term Speech impairment. WG lead recommends deleting Speech impairment as it is too vague, and keeping Aphonia and Dysarthria and Dysphonia.

4. Spasticity: Should grading scale information describe affected body parts?


5. Seizure: Better to define controlled vs uncontrolled


6. Memory impairment: Is amnesia appropriate for grade 4 or should this be added as a new term? 


7. Depressed level of consciousness
Discuss possibility of adding new term for “coma”. 


8. Syncope: Evaluate grades, especially #2 as it describes presyncope. Should presyncope be added as a new term.?


9. Depression
Consider adding in parentheses under grade 4: "symptoms such as psychosis or suicidality" .Question: does this psychiatric symptom lead to death or do we consider death as determined by other causes?


10. Should we have grade 5 (Death) for the following terms? Ataxia, Peripheral motor neuropathy, Peripheral sensory neuropathy, Radiculitis, Recurrent laryngeal nerve palsy, Somnolence, Confusion, Delirium



11. Vascular Disorders:
Add new term : Stroke


12. Hypercholesteremia
WG proposes that this term be removed as clinically it does not provide much information. There are terms for hypertriglyceridemia and increased LDL – these two terms are more relevant to for toxicity grading purposes and intervention.  If a patient has hypercholesteremia – it is more important to discover which component of cholesterol is increased (TG, LDL) vs. general hypercholesteremia. Keep Hypercholesteremia. Add new term Increased LDL. 

13. New CTCAE needs both secondary malignancy and second malignancy.  The issue is tracking the new malignancies, and the timing.  You might not know at the time of the report if it were a second malignancy or a secondary malignancy. Keep Secondary Malignancy. Add new term Second primary malignancy 

14. Thrombus in catheter
 Is it a patient AE or a device malfunction. Should Gr 4 & 5 need to be eliminated? Delete Grade 4 and 5 

15. Asymptomatic cardiac enzyme leak: The group feels there is an overlap in cardiac SOC and investigations SOC. 


16. QTc interval prolongation: Overlap with cardiac SOC and investigations SOC. 


17. Superior vena cava syndrome: To be added to Vascular SOC or elsewhere.
Add Superior vena cava syndrome

18. Osteoporosis: Add osteoporotic fracture.
 

19. Tooth Development Disorder: Proposed Grade 1: Hypoplasia of tooth or enamel not interfering with function. Proposed grade 2: Functional impairment correctable with oral surgery. Discuss with SC use of 'function'. Separate Tooth  Disorder and Tooth discoloration 

20. Discussion on Distinction between Lab values and diagnosis 

21. Discussion on Secondary malignancy and Second primary malignancy



22. General Guidelines for Grades: SC discussed and approved the proposed guidelines for grading Terms in ver.4.0

23. Appendicitis perforated/ Appendicitis (Infection term): 
Keep the infection term and add perforation to its grade 4.


24. Is there  way to quantify the difference between Grade 3 and 4 (Serious and life threatening; Hospitalization)?



25. Is definition of grade 4 “Immediate Life threatening” or Grade 4 also includes other status besides life threatening?



26. Definition of ADL: Basic ADL like bathing eating vs. working shipping. Eg, in the context of diarrhea.



27. Discussion on Death as an AE term



28. Should ‘Other, Specify’ terms have Death as grade 5?
The Other, Specify grades will be used as needed and will depend on the AE itself.


29. Serious vs Severe for  grade 3
Severe vs. Serious: Alice Chen discussed the definition of Serious and Severe before the SC. Can we define grade 3 as “Serious” as opposed to “Severe”? Criteria for defining Serious besides “Hospitalization” was discussed.
Proposal: Change “Severe” to “Serious” for Grade 3 not life threatening or death.

30. Definition for Life threatening
Ann Setser discussed the regulatory definitions of “Life-threatening” and “ADL”. Life-threatening or disabling AE are grade 4. Question was raised whether “Congenital Defect” is life threatening? Or does this require more thought by the SC members?
Proposal: The definition of life threatening is Immediate life-threatening: Risk of death at the time of event. SC voted 8 out of 12.

31. Physiologic grading 



32. Definition of ADL

33. Grade 5 under Other specify



34. Common grades, eg. Pain
Should there be common grades for common terms like “Pain”, “infection”, “Injury etc. or each term be graded separately depending on the SOC and the term itself.
:
WGs cannot change the existing grades unless all leads agree to change it.
Definition of supra-ordinate terms like “Pain” will be sent to the WG leads. The WG leads will review the grades and determine if these agree with the AEs in their SOC. If there are any major objections they should be brought up in the net SC meeting or a WG Lead  Meeting. Alice Chen will draft a guideline for grading which will be circulated to the WG members.
35. CTCAE v3.0 Grading Scales: General characteristics; Variability



CTCAE v4.0 Grading Scales



· Remain unchanged for CTCAE v4.0?



· Update General Characteristics for current interventions?

· Use of template for consistency across SOCs?
  Obstruction, Perforation, Ulcer, Hemorrhage, Stricture, Infection


Suggestion from SC members included request to create an instruction 
document for grading AE terms and provide 
documentation to WGs.

36. CTCAE v4.0 paper format will list SOC and CTCAE v4.0/MedDRA terms with Grading Scale.At the end of each SOC a place holder will be included for ‘Other, specify’ ____________for submission of text/verbatim term. CTCAE v4.0 electronic format will provide searching for text/verbatim term which may be MedDRA term (if so, select it), or may not be MedDRA term (if not, data system will maintain text/verbatim).
SC voted on this proposal
37. CTCAE v3.0 SURGICAL/INTRAOPERATIVE INJURY and VASCULAR CATEGORIES included site-specific injuries.  All VASCULAR injury terms actually reside in MedDRA SOC Injury, poisoning and procedural complications. CTCAE v4.0 paper format will list SOC Injury, poisoning and procedural complications ‘Other, specify’ ______for submission of text/verbatim.
·CTCAE v4.0 electronic format will provide searching for text/verbatim term which may be MedDRA term (if so, select it), or may not be MedDRA term (if not, data system will maintain text/verbatim).

38. Change “High, Low” to “Increased, Decreased
There is some concern that an interpreter may get the wrong impression if an AE is reported as High or Low vs something like above or below normal as this is more accurate though it is not present in MedDra. “High” may imply something grossly abnormal “close to grade 3”“Increased” may work as it covers a wide range of values, and it is relative to something


MedDra contains “increased, decreased, hyper and hypo”



Though “Hyper or Hypo” would give no qualitative idea. It would not be 
easy to add things to MedDRA
39. Out of 440,000 AE terms there are 141 site specific non-MedDra terms and 14 vascular non-MedDra

Potentially get rid of “Specify, Other” and allow new terms to be written verbatim and submitted to MedDra
40. Adjectival Modifiers (above and below normal; high and low; increased and decreased)


41. Site-specific non-MedDRA terms and 'Other, Specify' terms 



Many CTCAE v3.0 site-specific non-MedDRA terms, will be 
represented 
in CTCAE v4.0 as more general terms.  These are three options we 
have 
discussed but ask for your input 
regarding core principles about how 
CTCAE v4.0 will address the change 


1. List only the general MedDRA terms;



2. List the general MedDRA terms in addition to a ‘catch-all, 



text/verbatim’ option to allow submission of site-specific terms;



3. List only a general a ‘catch-all, text/verbatim’ option to allow 


submission of site-specific terms;

42. CTCAE v3.0 Infection Category lists Infection - Bronchus mapped to MedDRA Bronchitis; and also lists Infection - Lung (pneumonia).
Vote to delete Bronchitis and list instead 'Lung infection' which provides greater sensitivity rather than spltting infections into Bronchitis and Pneumonia.
This term will be discussed in a future meeting
43. Scleral necrosis/melt.Proposed Term: Scleral disorder
Why was 'melt' used in CTCAE v3.0?  Recommend change to MedDRA Scleral disorder. Still need term for Conjunctival abnormality - MedDRA Conjunctival disorder? SC, please vote on change from v3.0 Scleral necrosis/melt to CTCAE v4.0 MedDRA term Judy Harrison suggested necrotic scleritis.Alice siad it should be a more global term
Proposed Term: Scleral disorder
44. Somnolence/depressed level of consciousness
These are 2 unique concepts in MedDRA and cannot be listed together in CTCAE v4.0.  WG discussions revolved around whether or not one or both should be listed. Questions arose: ' What is the difference from someone with an encephalopathy that causes coma? The depressed LOC comes from an etiology. Does this need to be taken into account when listing this AE?'  SC voted on proposal to split v3.0 term and list separately in CTCAE v4.0 MedDRA terms 1. Depressed level of consciousness; 2. Somnolence. 
45. Separate issue: CTCAE v3.0 Encephalopathy - Proposals for CTCAE v4.0 MedDRA terms:  Encephalopathy; New terms  Delirium; Hepatic encephalopathy (Hepatic encephalopathy is so well understood, commonly used and has a relatively specific etiology and keep "Encephalopathy" (neurology) and add "Delirium" (psychiatry) section as it might allow these mostly synonymous terms to be bundled in a database search. 


46. Mood Alteration / Euphoria: WG discussions: 'The difference between mania and hypomania is a matter of degree...they both refer to an abnormal elevation in mood (euphoria) or irritability and are characterized by increased energy, decreased need for sleep, more rapid thoughts and speech, often with hyper-religiosity and hyper-sexuality etc. typically, mania results in a hospitalization due to sxs that are simply out of control (frequently psychosis) whereas hypomania is clearly different from normal and a problem but managed in the outpt setting. ...prefer these terms to euphoria as they both include euphoria as one sx that is characteristic of either/both syndromes. SC voted on Proposals for inclusion in CTCAE v4.0 MedDRA terms: Euphoria, Hypomania, Mania


47. Irritability (children <3 years of age)
Delete reference to children. SC, please vote to list in CTCAE v4.0 Irritability 


48. Psychosis (hallucinations/delusions)
Much discussion centered around Delusions -- rare, if ever, association of Delusions with oncology agents. SC, please vote on Proposal to list separately in CTCAE v4.0 MedDRA terms Psychosis, Hallucinations, Delusions.


49. Necrosis, GI Select -- Anus; Colon/cecum/appendix; Duodenum; etc. for a total of 16 sites.
Two issues: 1. CTCAE v3.0 Necrosis Colon/cecum/appendix is mapped to MedDRA Intestinal necrosis-- nonspecific for large bowel. Recommendation was that a NOTE/Comment accompany CTCAE v4.0 Intestinal necrosis stating that this includes colonic/cecal/appendiceal necrosis.  Another recommendation was to submit to MedDRA MSSO that Colonic necrosis be considered for inclusion into MedDRA.  2. CTCAE v3.0 lists separately (as does MedDRA) small bowel necrosis sites Duodenum, Jejunum, Ileum. WG suggests deletion of Duodenum, Jejunum, Ileum because these are covered as MedDRA Small intestinal necrosis.  
 Vote 1 - request MSSO inclusion of Colonic necrosis; 2 - Delete Duodenum, Jejunum, Ileum-specific necrosis.

50. Portal vein flow currently mapped to MedDRA Portal hypertension. Vote on CTCAE v4.0 listing two terms: Portal hypertension and new term Portal vein thrombosis.

51. Salivary gland changes/saliva.  Also listed as separate term is Dry mouth/salivary gland (xerostomia)
Keep dry mouth as a term, delete salivary gland changes/saliva ( the only concept not covered by this is salivary gland necrosis so for that add a term Salivary duct inflammation and then in grading capture the necrosis). The other choices of terms in MedDRA are Salivary duct stenosis; Salivary duct obstruction; Salivary duct inflammation. There is no Salivary gland necrosis; no Salivary duct necrosis. Vote on CTCAE v4.0 listing Dry mouth; add new term Salivary duct inflammation.
52. Lipohypertrophy:
New Term --important for injections. Vote for inclusion of Lipohypertrophy

53. Arrested Puberty
Add as new term. Children that start treatment during puberty will have their puberty arrested.  It is different than delayed puberty. NOT A MedDRA TERM.  Vote on recommendation to submit to MedDRA MSSO for potential inclusion in MedDRA.
54. Parathyroid function, low (hypoparathyroidism): Parathyroid function high was not listed in CTCAE v3.0.  SC, please vote on CTCAE v4.0 listing of MedDRA term Hyperparathyroidism. Vote on CTCAE v4.0 listing of MedDRA term Hyperparathyroidism.

55. ETOH intolerance 
Move ETOH intolerance to metabolism SOC (currently in syndromes).  Setser Aug28:  This need not be addressed by SC.  ETOH as written is not a MedDRA term.  Alcohol intolerance is already listed for CTCAE v4.0 and will be placed in validated MedDRA hiearchy (SOC Metabolism and nutrition disorders).


56. Death
Discussed "Progressive disease". 
57. Secondary malignancy: Changed to "Secondary primary malignancy"


58. Muscle weakness, generalized or specific area (not due to neuropathy) This is one of a group of site-specific terms associated with CTCAE v3.0 Supra-ordinate term. However, all these terms are not related and represent concepts from multiple MedDRA SOCs. SC FYI only, these terms are now listed as MedDRA terms associated within validated MedDRA hierarch SOCs.  Examples: Extraocular muscle paresis; Muscle weakness lower limb;Muscle weakness upper limb; Facial muscle weakness; Muscle weakness left-sided; Eye muscle weakness; Pelvic floor muscle weakness; Muscle weakness right-sided; Muscle weakness trunk; Generalized muscle weakness
59. Soft tissue necrosis:All CTCAE v3.0 Soft tissue necrosis sites are CTCAE v4.0 MedDRA terms except 'Thorax'.  
Vote as to whether or not it is important to list Thorax soft tissue necrosis in CTCAE v4.0? If so we can submit to MedDRA MSSO request for inclusion in MedDRA.
60. Burn
"Proposed term ""Thermal Burn"". Burn can be radiation, chemical and thermal Should we add  other causative agent burn?Radiation burn exists as Radiation dermatitis. Suggested to add Chemical Burn. Sturt Turner suggested Burn with sub terms. Eric objected that this would make grading difficult. Vote on Proposed CTCAE v4.0 MedDRA term: Thermal Burn.  Add Chemical Burn

61. Osteonecrosis
Split osteonecrosis and avascular necrosis



Osteonecrosis of the jaw
Do not add
Decided not to add site 
specific osteonecrosis.

62. Joint Function
Vote on proposed CTCAE v4.0 MedDRA term: Joint stiffness 


Add
hypertrichosis

Add
paronychia
63. skin induration and skin fibrosis (superficial soft tissue fibrosis also in MSK) also there is a (fibrosis deep connective tissue): Vote for skin induration

64. use xerosis instead of dry skin
vote for dry skin

65. chemoradiation, dermatitis
Keep radiation dermatitis; do not add chemoradiation dermatiitis

66. Adjectival Modifiers:
Above and below normal; High and Low;·Increased an Decreased : Requires MedDRA change

67. Edema, larynx 
Edema, larynx Grade 3 description: "Stridor; respiratory distress; interfering with ADL" 
Vote on CTCAE v4.0 MedDRA listing terms Laryngeal edema; and new term Stridor.

68. Pleural effusion (non-malignant 

Vote on CTCAE v4.0 MedDRA listing 2 terms: Pleural effusion; Malignant pleural effusion.

Pneumonitis/pulmonary infiltrates 
Voted for listing in CTCAE v4.0 new AE terms: Pulmonary edema; Respiratory failure.  Setser Aug28:  List MedDRA term Respiratory failure and/or Acute respiratory failure.  If this/these are listed separately as an AE term, consider impact on current Grade descriptions 

69. 
Add Pulmonary edema




Add Respiratory failure


70. Clinical exam:Mucocytis
Andy Trotti discussed this term upon Alice Chen's request. He discussed the distinction between clinical and functional term Suggested "Radiation Mucocytis" as the term to be included in CTCAE4


71. Cardiac arr (CA-22) syncope vasovagal: The WG does not feel this is a cardiac arrhythmia and invite SC discussion for clarity.  WG notes there is syncope vasovagal category in Nervous System SOC.  WG also believe it can be better captured in hypotension as a new category or subcategory.
The issue of which SOC to which a term is assigned is not an issue -- we will use the MedDRA standard hierarchy.  The issue is which MedDRA term is the best to list within CTCAE v4.0.. SC voted on which term is to be listed in CTCAE v4.0:  Vasovagal attack, vasovagal reaction and vasovagal symptoms (all LLTs for PT Syncope vasovagal)
Voted for Vasovagal Reaction

72. Death: Is Death an Outcome or an AE?
Current Working Group Thinking: We need to decide if death is an outcome or an AE.If we need this term, we should collapse death into one or two terms; death or sudden death.We would like more input


