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the addition of procedural-specific AEs. It is our intent that, through inclusion of addi-
tional authors from ACVIM subspecialties and the American College of Veterinary
Surgery, that we can more comprehensively capture AEs that are observed during
clinical studies conducted across a variety of disease states, clinical scenarios, and
body systems. It is also our intent that these updated veterinary CTCAE guidelines
will offer improved application and ease of use within veterinary practice in general,
as well as within clinical trials that assess new therapeutic strategies for animals with
a variety of diseases. Throughout the revision process, we strived to ensure the grad-
ing structure for each AE category was reflective of the decision-making process
applied to determination of dose-limiting events. As phase | trial decisions are based
on these criteria and ultimately determine the maximally tolerated dose, there is
impact on standard dosing recommendations for any new drug registration or applica-
tion. This document should be updated regularly to reflect ongoing application to clin-

ical studies carried out in veterinary patients.

KEYWORDS
adverse events, clinical trials, comparative oncology, investigational therapy, small animal

Quick Reference : The VCOG-CTCAE is a descriptive terminology,

which can be used for adverse event (AE) reporting in dogs and cats. Grade  Life-threatening consequences; urgent interventions
A grading (severity) scale is provided for each AE term. 4 indicated
Components and Organization : Grade  Death related to AE Death can be defined as either
5 euthanasia or natural death, according to the

AE and grades apply to both cats and dogs unless otherwise stated.

CATEGORY
A CATEGORY is a broad classification of AEs based on anatomy
and/or pathophysiology. Within each CATEGORY, AEs are listed Further comments
accompanied by their descriptions of severity (Grade).

Adverse Event Terms

investigators' discretion.

e A Semi-colon indicates “or” within the description of the grade.

An AE is any unfavourable and unintended sign (including an When items within the description of the grade are separated by a
abnormal clinicopathologic finding), clinical sign, or disease temporally comma, the “,” means “and.” All items separated by a comma are
associated with the use of a medical treatment that may or may not necessary to establish that grade level.
be considered related to the medical treatment (see ATTRIBUTION e An “—“indicates a grade is not available.
below). An AE is a term that is a unique representation of a specific o Not all Grades are appropriate for all AEs. Therefore, some AEs are
event used for medical documentation and scientific analyses. AEs are listed with fewer than five options for grade selection.

listed alphabetically within CATEGORIES. For several AEs, a definition e Grade 5 (Death) is not appropriate for some AEs and therefore is

is provided and highlighted in grey within the tables. not listed as an option.
Grades e Dose-limiting toxicities (DLTs) are defined a priori by study investi-
Grade refers to the severity of the AE. The VCOG-CTCAE dis- gators on a per-protocol basis

plays Grades 1 through 5 with unique clinical description of severity o CTCAE definitions and criteria for hypothermia, fever, cardiac arrhyth-

for each AE based on this general guideline:

Grade
1

Grade
2

Grade
3

mias and bradycardia can also be applied to anaesthetized patients as

appropriate for recording of events that occur under anaesthesia.

Mild; asymptomatic or mild symptomes; clinical signs or
diagnostic observations only; intervention not indicated. Abbreviations used

Moderate; outpatient or non-invasive intervention indicated;

moderate limitation of Activities of Daily Living (ADL).

e ADL = activities of daily living (eating, drinking, sleeping, defecating

Severe or medically significant but not immediately life and urinating)

threatening; hospitalization or prolongation of
hospitalization indicated; disabling; significantly limiting

Activities of Daily Living (ADL).

e BSA = body surface area
e CHF = congestive heart failure

e LLN = lower limit of normal
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e ULN = upper limit of normal

AE ATTRIBUTION: There exist several potential causes of AEs,
including the protocol intervention under assessment, pre-existing
conditions (eg, liver disease with associated liver enzyme abnormali-
ties, diabetes), progression of disease being treated, concomitant
medications (eg, steroids) and other causes (eg, transfusion reactions,
accidental injuries). Documenting and grading an AE simply reports
that an event has occurred and the seriousness of the event. To be
complete the clinician should assign attribution of the AE, either to
the intervention or something else. Attribution of an event can be
possibly due to one or more concomitant disease process. Designating
an event as treatment related (or not) can be done in two ways:

1. By the treating clinician at the time of clinical evaluation.

Veterinary and 313
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. By Investigators, usually occurring later in aggregate data review

and reporting by the Investigators

Attribution standards are divided into 5 categories :

. Unrelated: The Adverse Event is clearly not related to the investiga-

tional agent(s)

. Unlikely: The Adverse Event is doubtfully related to the investiga-

tional agent(s)

. Possible: The Adverse Event may be related to the investigational

agent(s)

. Probable: The Adverse Event is likely related to the investigational

agent(s)

. Definite: The Adverse Event is clearly related to the investigational

agent(s)
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