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COMMON TOXICITY CRITERIA (CTC): HISTORY

1982, CTC version 1.0

� Method for describing and grading adverse events that occur during cancer therapy using drugs 
or biologics, radiotherapy or surgery

� Originally designed to provide a common method for reporting toxicities occurring during phase 
1 trials, testing new cancer agents

� National Cancer Institute Common Toxicity Criteria (NCI  CTC) have been the standard for  
Adverse Event reporting in oncology

- Study Summaries
- Investigational New Drug (IND) reports to Food & Drug Administration (FDA)
- Publications

� 8 categories, 49 AE terms

� Grade 1 = mild 
Grade 2 = moderate  
Grade 3 = severe 
Grade 4 = life-threatening
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COMMON TOXICITY CRITERIA (CTC): HISTORY

1998, CTC version 2.0

� Revised and expanded

� Format: 
- 24 CATEGORIES, >250 AE terms
- Grade 0: no adverse event or within normal limits
Grade 1: mild adverse event
Grade 2: moderate adverse event
Grade 3: severe and undesirable adverse event
Grade 4:life-threatening or disabling adverse event
Grade 5: death related to adverse event

� Paediatrics, appendices for Radiotherapy and BMT Adverse Events

� Worldwide standard dictionary for reporting acute AEs in cancer clinical trials, NCI and Industry
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COMMON TOXICITY CRITERIA (CTC): HISTORY

2002

� CTEP (Cancer Therapy Evaluation Programme) convened a CTC Development Team (CTCDT), 
consisting of cancer therapy experts and NCI representatives to oversee the creation of 
Common Terminology Criteria Adverse Event (CTCAE) v 3.0

� Review problems noted in CTC, version 2.0

� Expand to create comprehensive dictionary of AEs and grades applicable to all oncology trials 
without regards to a) chronicity and  b) modality

a) chronicity : late and acute effects merged into a single system
b) modality :   single grading approach applied to all modalities (chemotherapy, radiotherapy,

surgery)
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COMMON TOXICITY CRITERIA (CTC): HISTORY

2003, CTCAE, version 3.0

� a reference “library” of definitions for grading the effects of cancer treatment

� purpose:

� to facilitate the evaluation of new therapies, treatment modalities & supportive measures 
� to standardise reporting of Adverse Events across groups and  modalities without regard to

chronicity.
� to develop a more complete characterisation of bot h early and persistent events of surgery 

and radiotherapy
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What is Common Terminology Criteria for Adverse Eve nts 
(CTCAE) v3.0 ?
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What is Common Terminology Criteria for Adverse Eve nts 
(CTCAE) v3.0 ?

http://ctep.cancer.gov
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What is Common Terminology Criteria for Adverse Eve nts 
(CTCAE) v3.0 ?

71 pages document

initially published 31st March 2003, revised 16th April 2003, 10th June 2003 and 
finally 12th December 2003

descriptive terminology which can be utilized for Adverse Event (AE) reporting. 

grading (severity) scale is provided for each AE term

within the scope of CTCAE:
- AE definition
- AE grade (seriousness) assignment

beyond the scope of CTCAE:
- Attribution of AE
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What is Adverse Event (AE)?

Multiple clinical terms are used to convey the occurrence of an Adverse Event (AE):
- Side effect
- Acute effect or late effect
- Complication
- Toxicity
- Morbidity,  etc, etc

AE is any unfavourable and unintended sign (including an abnormal laboratory finding), symptom , 
or disease temporally associated with the use of a medical treatment or procedure, that may or may 
not be considered related to the medical treatment or procedure

AE is a term that is a unique representation of a specific event used for medical documentation and 
scientific analyses

Each AE term is mapped to a MedDRA v10.0 term and code

AEs can be:
- symptomatic or completely asymptomatic
- clinically or radiologically detected
- noted on laboratory studies or other testing
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Reporting Adverse Events (AEs)

Reporting requirements depend on the protocol and the phase of the study

Investigators and sponsors determine extent and type of AE data collected for a specific trial

In most clinical trials, the vast majority of AEs in the CTCAE v3.0 will not be graded

To ensure accuracy, the entire CTCAE v3.0 must be readily available

Routine AE reporting
CRFs list protocol-specific expected AEs with space to document additional AEs that occur

Expedited AE reporting
SAE reporting to Safety Desk
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Common Terminology Criteria for Adverse Events 
(CTCAE) v3.0: Components and Organisation

CATEGORY:

- Broad classification of Adverse Events (AEs), based on anatomy and/or pathophysiology. 

- Within each category AEs are listed accompanied by their grade (descriptions of severity)

- 28 CATEGORIES:
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EXAMPLE

ALLERGY / IMMUNOLOGY

Grade

DeathLife-
treatening;

disabling

SevereModerateMildAllergy – Other 
(Specify)

Allergy/

Immunology –

Other (Specify,—)

———Moderate, 
intervention
indicated

Mild, 
intervention not 
indicated

RhinitisAllergic rhinitis
(including 
sneezing,nasal 
stuffness, postnasal 
drip)

DeathAnaphylaxisSymptomatic bronchospasm, 
with or without urticaria;

Parenteral medication(s) 
indicated; allergy related 
oedema/angioedema; 
hypotension

Rash; flushing;

Urticaria; 
dyspnoea; drug 
fever� 38
C 
(� 100.4
F)

Transient 
flushing or 
rash; drug 
fever<38
C 
(<100.4
F)

Allergic reactionAllergic reaction/

Hypersensitivity

(including drug fever)

54321Short NameAdverse Event

REMARK: Urticaria with manifestations of allergic or hypersensitivity reaction is graded as Allergic reaction/hypersensitivity  (including drug fever)

ALSO CONSIDER : Cytokine release syndrome/acute infusion reaction

REMARK: Rhinitis associated with obstruction or stenosis is graded as Obstruction / stenosis of airway – select in the PULMONARY 
/ UPPER RESPIRATORY CATEGORY

NAVIGATION NOTE: Urticaria as an isolated symptom is graded as Urticaria (hives, welts, wheals) in the DERMATOLOGY / SKIN CATEGORY
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EXAMPLE

ALLERGY / IMMUNOLOGY

Grade

DeathLife-
treatening;

disabling

SevereModerateMildAllergy – Other 
(Specify)

Allergy/

Immunology –

Other (Specify,—)

———Moderate, 
intervention
indicated

Mild, 
intervention not 
indicated

RhinitisAllergic rhinitis
(including 
sneezing,nasal 
stuffness, postnasal 
drip)

DeathAnaphylaxisSymptomatic bronchospasm, 
with or without urticaria;

Parenteral medication(s) 
indicated; allergy related 
oedema/angioedema; 
hypotension

Rash; flushing;

Urticaria; 
dyspnoea; drug 
fever� 38
C 
(� 100.4
F)

Transient 
flushing or 
rash; drug 
fever<38
C 
(<100.4
F)

Allergic reactionAllergic reaction/

Hypersensitivity

(including drug fever)

54321Short NameAdverse Event

REMARK: Urticaria with manifestations of allergic or hypersensitivity reaction is graded as Allergic reaction/hypersensitivity  (including drug fever)

ALSO CONSIDER : Cytokine release syndrome/acute infusion reaction

REMARK: Rhinitis associated with obstruction or stenosis is graded as Obstruction / stenosis of airway – select in the PULMONARY 
/ UPPER RESPIRATORY CATEGORY

NAVIGATION NOTE: Urticaria as an isolated symptom is graded as Urticaria (hives, welts, wheals) in the DERMATOLOGY / SKIN CATEGORY
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Common Terminology Criteria for Adverse Events 
(CTCAE) v3.0: Components and Organisation

• Adverse Event Term
listed alphabetically within each CATEGORY

• Short AE Name
to simplify documentation on AE names on Case Report Forms

• Supra-ordinate Term
located within a CATEGORY, a grouping term based on disease process, signs, symptoms, or 
diagnosis. A supra-ordinate term is followed by the word “Select” and is accompanied by 
specific AEs that are related to the supra-ordinate term
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Common Terminology Criteria for Adverse Events 
(CTCAE) v3.0: Components and Organisation

• Remark
is a clarification of an AE

• Also Consider
indicates additional AEs that are to be graded if they are clinically significant

• Navigation Note
indicates the location of an AE term within the CTCAE document. It lists signs/symptoms  
alphabetically. The CTCAE term will appear in the same CATEGORY unless the Navigation Note 
states differently

• Other (Specify, —)
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Common Terminology Criteria for Adverse Events 
(CTCAE) v3.0: Grading

• Grades
refer to the severity of the AE

- Grade 1  mild AE
- Grade 2 moderate AE
- Grade 3  severe AE
- Grade 4  life-threatening or disabling AE
- Grade 5  death related to AE

Grade 0
- Absence of AE or within normal limits or values
- It is implied and not displayed, but available for each AE

Grade 5
- Routinely considered Death related to an AE
- Not appropriate for many of the AEs
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Common Terminology Criteria for Adverse Events 
(CTCAE) v3.0: Grading

• “Em Dash” (—)
- All grades not applicable for all AEs
- “Em Dash” (—) indicates that a grade is not available/appropriate

• Semicolon (;)
- indicates “or” within the description of the grade
- a patient does not need all the elements of a grade description to be designated
that grade

e.g. written as

read as                  symptomatic OR altered gastric function (e.g., inadequate oral
caloric or fluid intake) OR iv fluis indicated <24hrs
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Some examples…

Death<25 x109/L<50  - 25 
x109/L

<75 - 50 x109/L<LLN - 75 x109/LPlateletsPlatelets

Death<0.5 
x109/L

<1– 0.5 x109/L<1.5 – 1 x109/L<LLN – 1.5 x109/LNeutrophilsNeutrophils/
Granulocytes
(ANC/AGC)

Death<6.5 g/dL<8 – 6.5 g/dL<10 – 8 g/dL<LLN – 10 g/dLHaemoglobinHaemoglobin

Grade

54321

Short NameAdverse 
Event 

BLOOD / BONE MARROW
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More examples…

DeathLife-
threatening 
consequences
(e.g., 
haemodynamic
collapse)

IV fluids 
indicated 
� 24hrs

IV fluids 
indicated 
<24hrs

Increased oral fluids 
indicated; dry 
mucous membranes; 
diminished skin 
turgor

DehydrationDehydration

DeathLife-
threatening 
consequences

Associated 
with significant 
weight loss or 
malnutrition 
(e.g., 
inadequate 
caloric and/or 
fluid intake); IV 
fluids, tube 
feedings or 
TPN indicated

Oral intake 
altered without 
significant 
weight loss or 
malnutrition; 
oral nutritional 
supplements 
indicated

Loss of appetite 
without alteration in 
eating habits

AnorexiaAnorexia

Grade

54321

Short NameAdverse 
Event 

GASTROINTESTINAL
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Information sources regarding grading AEs

Patient Diary Reports of Adverse Event

History, Physical Examination and laboratory results documented in patient’s notes

Clinical emergencies
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Standard Grade Terminology

Activities of Daily Living

refer to the performance of basic activities of self care

Hospitalisation and Prolongation of Hospitalisation

Hospitalisation includes any overnight stay in a healthcare facility

—DisablingFrequent 
difficulty 
sleeping, 
interfering 
with ADL

Difficulty 
sleeping, 
interfering 
with function 
but not 
interfering 
with ADL

Occasional 
difficulty 
sleeping, not 
interfering 
with function

InsomniaInsomnia
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Grading Paediatric Averse Events

Paediatric grading criteria are identical to those for adults, UNLESS OTHERWISE SPECIFIED

PAEDIATRIC
CRITERIA
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AEs not listed in the CTCAE v3.0

In the rare event that a suitable CTCAE term is not listed, use the Other, (SpecifyOther, (Specify ——) ) mechanism

Use the Other, (SpecifyOther, (Specify ——)) mechanism as an exception, not as rule

Grade the Other, (SpecifyOther, (Specify )) AE according to the general definitions
Grade 1 – Mild AE
Grade 2 – Moderate AE
Grade 3 – Severe AE
Grade 4 – Life threatening or disabling AE
Grade 5 – Death related to AE
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Examples of inappropriate ‘Other, Specify’ (CTCAE v3 .0)

Mood alteration - AgitationNEUROLOGYJitteriness and being easily 
excitable

CONSTITUTIONAL 
SYMPTOMS

PlateletsBLOOD/BONE 
MARROW

ThrombocytopeniaBLOOD/BONE 
MARROW

Oedema - limbLYMPHATICSLeg oedemaDERMATOLOGY/ 
SKIN

Not a CTCAE v3.0 AE RPSC TransfusionHAEMORRHAGE/ 
BLEEDING

AECATEGORYOther, specifyCATEGORY

APPROPRIATEINAPPROPRIATE
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Reporting Death (CTCAE v3.0)

Historically in the CTC, Grade 5 is “Death related to Adverse Event”

“Death “ is inappropriate for many of the AEs

There is a separate DEATH category

To be reported either 

- as a CTCAE v3.0 AE Grade 5
or 

- as DEATH CATEGORY— Select
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Reporting Death (CTCAE v3.0)

a CTCAE v3.0 AE Grade 5

Grade

54321

Short 
Name

Adverse Event 

ALLERGY / IMMUNOLOGY

DeathAnaphylaxis
Symptomatic 

bronchospasm, 
with or without 

urticaria; 
parenteral

medication(s) 
indicated; 

allergy-related 
edema/angioe

dema; 
hypotension

Rash; flushing; 
urticaria; 

dyspnea; drug 
fever  � 38°C 

(100.4°F)

Transient flushing 
or rash; drug fever  
<38°C (100.4°F)

Allergic 
reaction

Allergic 
reaction / 
hypersensitivity
(includin drug 
fever)
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Reporting Death (CTCAE v3.0)

as DEATH CATEGORY— Select

54321Short NameAdverse Event

Grade

DEATH

Death————Death not associated 
with CTCAE term
—Select: 

Death not associated 
with CTCAE term
—Select: 

- Death NOS
- Disease

progression NOS
- Multi-organ failure
- Sudden Death

REMARK: Grade 5 is the only appropriate grade. “Death not associated with CTCAE term —Select” is to be 
used where a death:
1.  Cannot be attributed to a CTCAE term associated with Grade 5
2.  Cannot be reported within any CATEGORY using a CTCAE “Other (Specify, —)”
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Grading toxicity (CTCAE v3.0)

Grade Assignment Responsibility
- the Protocol PI is primary responsible for AE assignment and grading
- the use of  protocol-specific AE documentation templates is recommended in order to enhance 

consistent and complete AE reporting

Grading and Consistency
- grading not uniform across different AEs
(e.g., grade 3 Hyperkalaemia is not necessarily equally severe as a grade 3 Allergic Rhinitis)

Grading and chronicity
- patient who experiences severe nausea for one day during a defined interval (e.g. 21 day cycle), 

is graded the same as a patient who experiences the same severity of nausea for 20 days within
that interval

If a given AE is experienced more than once during a defined evaluation period, only the grade 
associated with the most severe occurrence will be reported
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• Access the CTEP home page     
(http://ctep.cancer.gov )

• Scroll halfway down the page.

• Click on the CTCAE (formerly 
known as CTC) v2.0 and v3.0 
link.

The CTC/CTCAE Web Page
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The CTC/CTCAE Web Page

• Link to the CTCAE v3.0 website

• Link to the CTC v2.0 
website 

• The CTCAE Dictionary (web 
application)

• The “Responsible Adverse 
Event (AE) Reporting: Finding 
Appropriate AE Terms” (slide 
presentation)

• Guidelines for CTC/CTCAE 
‘Other, Specify’
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Locating CTCAE Tools

The CTCAE v3.0 Document 

The CTCAE v3.0 Dictionary and
Index

The CTCAE V3.0 online instructions
and guidelines
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Access the CTCAE v3.0 
Document PDF file from 
the Web

Press CONTROL + F to 
open the Search Tool 

(Note: The search tool may 
appear differently depending 
on the browser you use.)

Enter the term you wish 
to search and click 
Search

Locating CTCAE Tools: CONTROL+F
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The search 
returns six 
instances of the 
AE term.

Review all to 
select the most 
appropriate AE 
term and Grade.

Locating CTCAE Tools: CONTROL+F



�������������	
���	�
�����

�������	��������������
 �����
������� 
������������������������

Locating CTCAE Tools

The CTCAE v3.0 Document 

The CTCAE v3.0 Dictionary and
Index

The CTCAE V3.0 online instructions
and guidelines
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The CTCAE Dictionary 
provides search 
capabilities for CTC 
v2.0 and CTCAE v3.0.

When opened, CTCAE 
v3.0 is displayed by 
default with the AE 
Short Names listed in 
alphabetical order.

Locating CTCAE Tools: DICTIONARY
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To access the CTC v2.0 
search page, click on the 
CTC v2.0 tab. 

Click one of the alphabet 
buttons to limit the view 
alphabetically.

To view information related 
to an AE, click on the AE 
term.

The CATEGORY, full 
name, grade definitions 
and MedDRA codes, along 
with any supra-ordinate 
terms, remarks, and also 
consider information are 
displayed in the right 
panel.

To view Navigation Notes, 
hover the cursor over the 
icon or click the link.

Locating CTCAE Tools: DICTIONARY
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Search by CATEGORY

Click the drop down
list arrow.
The list of CTCAE
CATEGORIES display.

Click the CATEGORY.
Note: To revert to the
alphabetical list, click 
‘All Categories’ from the
drop down list.

All AEs associated 
with the 
CATEGORY are 
displayed in 
alphabetical order.

Locating CTCAE Tools: DICTIONARY
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To search for a
specific AE:

Search by KEYWORD

Enter the keyword
within the Search for
field.

Click the Literal button.
The term displays
highlighted in blue.
In this example, Rash
is also displayed as a
consideration.

Click Rash. 
The term ‘Pruritus’ is listed within the 
Grade 2 definition.

Locating CTCAE Tools: DICTIONARY


