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Adverse Event (AE) Reporting:
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= Definitions and Background
=Relevant Information in SWOG Protocols

=Reporting Adverse Events
= NCI Common Terminology Criteria for Adverse Events (CTCAE)
= CTCAE grade (severity)
= Attribution
= Status code

=Online Data Submission: Adverse Events
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Definition of Adverse Event \

An adverse event is any unfavorable and unintended change in
a patient’s condition from the day protocol treatment began,
regardless of cause.

An Adverse Event may be...

= A new event which was not pre-existing prior to initiation of study treatment

= A pre-existing event which recurs with increased severity (grade) or
increased frequency following study drug administration

= Anevent present at the time of study drug administration which is
exacerbated following initial study drug administration
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4
Adverse Event versus Toxicity \
A toxicity is an adverse event considered related or possibly related to the study
drug or intervention.
Both terms may be used in SWOG protocols
depending on the context; however,
patient assessments and reporting Adverse Events
should encompass the broader P
category of adverse events. 4
. Toxicities
HSWOG ==
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Examples of Adverse Events \
Which of the following should be reported as Adverse Events?
=  Nausea or vomiting caused by study treatment
= Worsening of allergic rhinitis from seasonal allergies
= Wrist fracture due to fall
= Abnormal lab result that was not present at baseline
- Increasing tumor pain
- COVID-19 infection and related symptoms
Unless otherwise specified, all grades of adverse events (1-5), including abnormal
laboratory findings, must be reported on the study’s Adverse Events Form (AE
Form) regardless of clinical significance or attribution to protocol treatment.
X SWOG ==
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Serious Adverse Events (SAEs) \

A Serious Adverse Event (SAE) is an unexpected or severe reaction to protocol

treatment.
KSWOG =
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Types of Adverse Event Reporting \
Expedited reporting: reporting of adverse events
meeting certain criteria (e.g. Serious Adverse Events
and Adverse Events of Special Interest)
= Captured via Adverse Events eCRF and CTEP-AERS
Routine reporting: reporting of ALL adverse events,
regardless of attribution or grade, unless otherwise
specified
= Captured via Adverse Events eCRF at protocol-specified
timepoints
KSWOG &=
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Importance of AE Reporting \
Phase | trials
= Primary objective: accurately assess the safety of an experimental
regimen and determine the maximum tolerated dose
Phase Il single-arm trials
= Secondary objective: estimate the frequency and severity of
toxicities in trial regimen
Phase II/1ll randomized trials
= Secondary objective: compare the frequency and severity of
toxicities associated with each regimen
KSWOG &=
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AE Information in SWOG

Protocols
HSWOG == NCl INci
10
Relevant Protocol Sections \
3 Drug Information
8 Toxicities to be Monitored and Dosage
Modifications
9 Study Calendar
14 Data Submission Schedule
16 Ethical and Regulatory Considerations
...and don’t forget the Master Forms Set in CTSU!
KSWOG =
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Protocol Section 3.0 — Drug Information \
® Includes information about
study agents
= Lists known human toxicities
for each study drug
= Often presentedin a
Comprehensive Adverse
Events and Potential
Risks (CAEPR) table =g
=  Within the CAEPR are
the Specific Protocol
Exceptions to Expedited
Reporting (SPEER)
HSWOG i
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Protocol Section 8.0 — Toxicities to be
Monitored and Dose Modifications \

Lists certain toxicities that may be seen on treatment and
drugs to aid in symptom management

Now includes Adverse Event Reporting Requirements

Identifies version of Common Terminology Criteria for Adverse
Events (CTCAE) used for study reporting

Details dosage changes required during treatment in response
to AEs

Lists names and contact information of physicians to reach for
assistance

XSW0G = v g v
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Example of Dose Modifications \

Dose Modifications — Talazoparib (MN 673)
Dose modifications should be made based on the observed toxicity, as summarized in
the tables below.

DRUG DOSE LEVEL DOSE

Talazoparib Full 1000 meg/day

BMN 673 -1 Level 750 meg/day
2 Level 500 mcg/day
-3 Level 250 meg/day
-4 Level Discontinue

Table 1: Renal il Dose Modifications
Toxicity Dose Modification
Grade 3 No hold on treatment required, treatment may continue

at next lower dose
Grade 4 Hold protocol treatment until resolution to < Grade 2,
treatment may then resume at the next lower dose

HKSWOG ==
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90 STUDY CALENDAR

Protocol Section 9.0 — Study Calendar \

O TxPre

Beters progressin | P
Rangomzaton E— ol |
P .
g oot | omez | omes | omer |
PRYSICAL
Thstary & Physa Bram 3 T 3 3 3 S x© X
o Perormancs 3
Weoh x x x x x
Dicase Assarcment X % % I
[Estsica snemainy
X X 3 3 % X =

© Toxicity assessment must continue untl 30 days after the last dose of protocol treatment or unfil resolution of al acute adverse evens
whichever is laer.

= Assessments required where X is present
= Refer to study calendar footnotes for additional details
= Report all AEs through the end-of-cycle assessment

= “Late Adverse Events” may be captured during follow-up

X SWOG == NCI
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Protocol Section 16.0 — Ethical and \

Regulatory Considerations

Includes information regarding informed consent,
IRB, drug accountability, and monitoring

= Adverse Event Reporting Requirements (older
SWOG protocols)

K SWOG &=

or in < Joron soe study Agent protocol Reauinl 2

[Nc PR 51929 s mmocimnrs % Available via CTSU
Phase 11 Rangomizea Study of Maintenance Atezolizumab Versus Atezolzurab in Combinaton with (Document Type =
Talazoparib in Patients with SLFN11 Positive Extensive Stage Small Cell Lung Cancer (ES-SCLC)

Case Report Forms)

[ e sorres s [ rames socemers * Contains all case
[ For assistance accessing information, refer to the Accessibility Policy to request reasonable accommodations.

report forms for a

= particular protocol,
A ocument Types : including those
used to report
adverse events
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SWOG
52007 ADVERSE EVENTS

Master Forms Set (All CRFs) \
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Reporting Adverse Events

Common Terminology Criteria for Adverse Events (CTCAE)

KSWOG = =

Tl Nework

e

19

Reporting Adverse Events:
NCI Common Terminology Criteria for
Adverse Events (CTCAE)

= CTCAE versions and other AE reporting resources are found
at ctep.cancer.gov
=\ersion 5.0 published in November 2017
= Used for all SAE reporting (April 2018 to present)
= Used for routine AE reporting for newer SWOG protocols
=Some studies may use a different CTCAE version for routine
AE reporting vs. SAE reporting

X SWOG =
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Immine system disorders
CTCAE Term Grade1 Grade2 Grade3 Graded Grade s
Allergic reaction Systemic intervention not indicated Death
indicated hospitalization indicated for | consequences; urgent

clinical sequelae; intravenous | intervention indicated
intervention indicated

Definition: A disorder characterized by an adverse local or general response from exposure o an allergen.

If related ta infusion, use Injury, poisoning and pr Donot report both.
Anaphylaxs - Symptomatic bronchospasm, | Uife-threatening Death
with or without urticaria; cansequences; urgent
parenteral intervention intervention indicated
indicated; allergy-related
edemalangioedema;
hypotension
efinition: i disorder by an acute histamine from mast cells, causinga

hypersensitivity immune response. Cinically, it presents with breathing difficulty, dizziness, hypotension, cyanasis and loss of consciousness and may lead to death

gicor | Evidence of autoimmune Autcimmune reactions Lifethreatening Death
other evidence of reaction involving 3 non involving major organ (8., | consequences; urgent

autoimmune reaction, with | essential organ or function | colitis, anemia, myocarditis, | intervention indicated

normal organ function; e.g.. hypothyraidism) Lidney)

intervention not indicated
Definition: & disorder characterized by 103 of function o tissue destruction of an organ o
individual to his ovn tissue constituents.

tiple organs, arising from humoral or cellular immune responses of the

Prior 1o using this term consider specific autoimmune As

Cytokine release syndrome | Fever with or without Hypotension Ufeth Death
constitutional symptoms fluids; hypexia responding to | one pressor; hypoxia consequences; urgent
<40% 02 requiring 2 40% 02 intervention indicated
Definition: A disorder characterized by fever, tachypnes, headache, tachycardia, hypotension, rash, anci/or hypoxia caused by the release of cytokines
i Jso consider i Hud logical such as: Psychiatric disorders: Hallucinations or Confusion; Nervous
system disorders: Seizure, Dysphasia, Tremor, or Headache
Serum sickness Asymptomatic; cinical or Woderate arthralgs fever, | Severs arthralgia or arthritis; | Ufethreatening Death

diagnostic observations only; | rash, urticaria, antihistamines | extensive rash; steraids or IV | consequences; pressor or

intervention not indicated indicated fluids indicated wentilatory support indicated
Definition: A disorder by  delayed- reaction d . It occurs six to twenty-one
days following the adminis f the i i fever, arthralgias, myalgias, skin eruptions, lymphadenopathy, chest marked discomfort and

dyspnea.
Navigational Note:
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Reporting Adverse Events: CTCAE Terms \

» CTCAE terms might not always be listed the way that you
expect. Below are some examples of common AEs and their
appropriate CTCAE v5.0 term:

Pneumonia =) Lung infection

Thrombocytopenia s Platelet count decreased

Shortness of breath === Dyspnea

* Each system category includes an “Other, specify” option in the
rare case there is no term is available for an adverse event.
Please use “other” sparingly!

22
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Reporting Adverse Events: COVID-19 \

= Document COVID-19 infection as an adverse event as follows:

= CTCAE Term = Infections and infestations - Other, specify

= Specify = COVID-19

= Report any other AEs that the patient experiences

= |f applicable, report via CTEP-AERS

Ad(ditionally, the following trials also require the first positive COVID-
19 test to be reported on the COVID-19 Diagnosis form in RAVE:

5§1418, 1501, S1826, $1918, and 51925

HSWOG == Nel
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Reporting Adverse Events: CTCAE Grade \

The CTCAE displays Grades 1 through 5 with unique clinical descriptions
of severity for each AE based on this general guideline:

Grade 1 Mild
Grade 2 Moderate

Grade 3 Severe or medically significant but not immediately life
threatening

Grade 4 Life-threatening consequences

Grade 5 Death related to AE

X SWOG == NCI
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Blood and lymphatic system disorders
CrcAt Tem T Gradet Grada2 T Grades T Grades [Grades
Sremia Hemogobin (4g0) LN 100 | Hgh <100 50g/d <63 45 | Heh 80 g/dls<t.ommayis | e threstening Death
g/dL; <LLN - 6.2 mmol/L; <LLN ; indicated
i tervention indiated
Defiltion: A disorder characterized by a reduction i the amount of hemoglobinn 100 i o blood. Signs and o the skinand
il Lreath, palpitatons of the heart, soft ystol et fatigabiity.
Bone marrow hypocellular P or <=25% or P or>50- e Death
eduction from normal 525-<30% reductionfrom | <<% reductioncelllarty | than 2 weeks
o " trom normalforags
Defintion: A disorder characterized by the Inabiltyof the bone marrow to produce hematopolstic slements
Drseminated mravaseaar - e F S
congulation leeding beeding consequences; rgent
ntervention idiated
Definition: A disords activation of blood Jhich results in o body. inthe
ket the body is depleted of patel
Eosinophilia [ >ULN and >Baseline - [ Steroids initiated I~ T~
Defition: A disord resuts of cosinophis nthe blood.
Febrile neutropenia - e NG <1000/ mm3 witha snge | Ufetreatening Seath
temperature of 5383 degrees | consequences;urgent
€ (101 degrees F)ora intervention indicated
sstained tarmperstur of
Definitic disorde an ANC of >38.3 degrees C (101 degrees F) or a sustained temperature of >=38 degrees C (100.4 degrees.
F) for more than one hour.
Femolyss Taboratory evidence of Fudence of hemolyss and | Transfusion or medial Tietreatening Dot
hemolsi only (o, direct | »225 decrease nhemeglobin | intervention mdcated (e, | consequences:urgent
antglobulntest DAT; steroids) tervention idiated
Coomb's schistocytes:
decreased haptoglobin)
Defition: A disord
CTCAE V5.0~ November 27,2017 BacktoToC Page s
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Reporting Adverse Events: Attribution

The attribution code describes, in the opinion of the
investigator, how likely it is that the adverse event is
due to protocol treatment:

Unrelated to Investigational 1- Unrelated The AE is clearly not related to the
Agent/Intervention intervention
2- Unlikely The AE is doubtfully related to the
intervention
Related to Investigational 3- Possible The AE may be related to the
Agent/Intervention intervention
4-Probable The AE is likely to be related to the

intervention

5- Definite The AE is clearly related to the
intervention

\
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Reporting Adverse Events: Status Code

Some SWOG studies will collect status in addition to grade
and attribution. The status code describes the state of the
adverse event at various points throughout the study.

Status Codes range from 1 to 3:
1=New
2 = Continues at same or lower grade
3 = Increased grade OR improved then worsened

\
A

K SWOG
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Additional AE Data Collection Items

Some additional data items may be collected for AE
reporting purposes:

* Serious?

* Hospitalization?

* Is the AE immune-related?

* Onset date

* Resolution date

* Ongoing?

« Action taken with study drug
* Outcome of AE

* Treatment received for AE?

HSWOG ==
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General Rules for AE Reporting \

= Record and report adverse events as they occur

= Unless otherwise stated in the protocol...
= Report all adverse events, regardless of attribution or clinical significance

= After each treatment cycle or reporting period, report the most severe
grade experienced during the cycle

= Avoid using “Other, specify” for reporting, unless no specific
CTCAE term applies

= Know your protocol and ensure events are reported in the
required timeframe, whether routine or expedited

= When in doubt, reach out!
KSWOG =
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Online Data Submission

Adverse Events

X SWOG == NCI
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SWOG has two EDC systems in use:
= CRA Workbench (legacy trials only)

= Medidata RAVE

Online Data Submission: Adverse Events

e

31

Online Data Submission: Adverse Events

i | 52007 = cTsuTsTo1 [ 2, 283430] 5 cyete 01] 1) Acverse Events: Assessment
[BCydoot | Paieni2ss0 Envoliment Date. 09 Dc 2020 Patintnials (LFU) AR
[ Treaiment ot 28343
ubject ’
[B Adverse Events: Page: Adverse Events: Assessment - Cycle 01 B
Assessment
L2 instructions: Please complete this form affer each cycle
|CRF History Reporting period start date(? B Dec v][2020 or|
283430 - Adverse Events - f—
Assessment Reporting period end date . 31 Dec v][2020 XA}
283430 - Treatment Were adverse events assessed during this time ©vesONoe © ¢ B
283430 - On Tx Vital Status period? # Yes I No -
20210131 Ifyes, did the patient experience any adverse events Answer "Yes” to generate smonora
during this reporting period? the AE Report form ® Yes O No ’
Date of most recent adverse event assessment 31 |pev]zm | ©¢ 8
e m— Should always be at the end
of the reporting period y [CFA
Iryou' is form, but rk forlater, check the by ick the Save button
Note that ecit checks will stil ire.
Save this form, but don't submit to SWOG yet 0O Q/8
Priniable Version View PDF _Icon Key
CRF erdon 2751 - Pags Geneat: 1 At 2023 1415424 Pacc Doy Tima = =)

KSWOG &=
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Online Data Submission: Adverse Events

263430] 5 Cyole 01] 1) Adverse Events: Assessment

Yo P )
9 As::s;?ne;f“ Page’ Adverse Events: Assessment - Cycle 01 o v

T ubverse Eves Fapen] | Instructions: Please complta hisform afer éach cyce
3 E g i 2 9Dec2020 @ ¥
Evaaton
-~ 2 31Dec2020 & ¢
CRF History Were adverse events assessed during this time v @
263430 - Adversa Events: eriod? ‘
Assessmont If yes, did the patient experience any adverse everts
283430 - Treatment during this roporting period?
283430 - On Tx Vital Status (] Pisase complete AE Reporting form. Yes &4
20210131 penadTo St o Sysam (11 2o 2029) ) Acknoviise
Date of most racent adversa avent assossmont 31Dec2020 @
Comments 9

Hyou' 2 your work for later;
Noto that et checks will stilfre.

Save this form, but donit submit o SWOG yet.

Printable Version View PDF _lcon Key
R Version 2751 - Page Genarated 11 Apr 2123 15,0009 Pactc Dayight Tine

L4
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* Start dato o this courselcycle

* Start dete of sl courselcycle (derved)

o |omvizn | ©@/®
9Dec2020 & ¢ W

Congenital

20343
2021.01-31

1
Adda newLog line Inactivate

e

e SaE report Tine
None vt ended T | one
i 5 b e e

entering
by saving the Expedited Reporting Evaluation CRF in Rave

Click the pencil icon to enter
data on the first line.
) erm

editchecks will sl fire.

but d

Save button. Note that

0O @R

‘Save || Cancel

K SWOG ==
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This banner tells yor
logline you are

\
A
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~| Use the arrow to select the
CTCAE term from the drop-
down menu

X SWOG =

NCI
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Online Data Submission: Adverse Events \

Use the arrow to select the
arade from the drop-down menu

K SWOG ==
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arrow to select the
n from the drop-down
menu

KSWOG = NCI
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Online Data Sgbmission: Adverse Events \

X SWOG =
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Online Data Submission: Adverse Events
I T 2 e e e o

K SWOG ==
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Online Data Submission: Adverse Events \

Use the Comments as needed
for further explanation -

KSWOG = NCI

41

Manually entering a term
results in a nonconformant
data error

X SWOG =
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Online Data Submission: Adverse Events \
R SWOG ==
44
X SWOG ==
45

Adverse Event Reporting 15



Clinical Trials Training Course 2018

oo

Online Data Submission: Adverse Events \

K SWOG ==
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Online Data Submission: Adverse Events
I [ ces o Sl S osee] e

e | P 20300 i . 4 Dec 020 P o (54, A

A

Sutjoct 283430 N
Page Adverse Events: Report-Cycl 01 B

Form Instructions ()

[ere— oo 1R
o oy R —— oo 1R
serse. 89 puribution to Lite-
b o ptnton e
i STy 0 groenog)
R ——

210151

Ao Eastom
202305 Stondars | @ ¢
s Tme

K SWOG ==
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Online Data Submission: Adverse Events
I - [0 crsustor] 5 m«m[i i:m[ e Evens ]

] | P 20300 e a8 Do 2020 P o (54, A

\

Sutjoct 283430 N
Page Adverse Events: Report-Cycl 01 B

Form Instructions ()

St ot o i cursacte 90200 @ ¢ W

R Hstary s

st cousecyc Gorved)

9002020 @ ¢ B

nverse | Averss vent grade e Congenital
25 b | &5 description natospitalzaton, L% oaampisabiity anomalyoruge¥]
s i o Gl .

(CTCAE ve0) ot a 3 2 @

209430 Unikn
0210151 7 _|=

Run the Expedited - 11200 Eastom
Reporting Evaluation form a | unkel B 2 Sinivo ¢
to fill the SAE Report
Recommended column
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Still have questions? \
Please email us:

BreastQuestion@crab.org LungQuestion@crab.org
CancerControlQuestion@crab.org LungMAPQuestion@crab.org
GlQuestion@crab.org LymphomaQuestion@crab.org
GUQuestion@crab.org MelanomaQuestion@crab.org
GYNQuestion@crab.org MyelomaQuestion@crab.org
LeukemiaQuestion@crab.org RareTumors@crab.org

» Also refer to the CRA Manual (for Oncology Research Professionals),
available on the CRA Workbench!
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