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9.2. Definition of Serious Adverse Event
If an event is not an AE per definition above, then it cannot be an SAE even if serious conditions
are met (eg, hospitalization for signs/symptoms of the disease under study, death due to
progression of disease).
Serious Adverse Event is defined as any untoward medical occurrence that, at any dose:
a. Results in death
b. Is life-threatening
The term 'life-threatening' in the definition of 'serious' refers to an adverse drug experience that places
the participant, in the opinion of the initial reporter, at immediate risk of death from the adverse
experience as it occurred. This does not include an adverse drug experience that, had it occurred in a
more severe form, might have caused death.
c. Requires inpatient hospitalization or prolongation of existing hospitalization
In general, hospitalization signifies that the participant has been detained (usually involving at least an
overnight stay) at the hospital or emergency ward for observation and/or treatment that would not have
been appropriate in the physician's office or outpatient setting. Complications that occur during
hospitalization are AEs. If a complication prolongs hospitalization or fulfills any other serious criteria,
the event is serious. When in doubt as to whether "hospitalization" occurred or was necessary, the AE
should be considered serious.
Hospitalization for elective treatment of a pre-existing condition that did not worsen from baseline is
not considered an AE.
d. Results in persistent or significant disability/incapacity
- The term disability means a substantial disruption of a person's ability to conduct normal life
functions.
- This definition is not intended to include experiences of relatively minor medical significance, such
as uncomplicated headache, nausea, vomiting, diarrhea, influenza, and accidental trauma
(eg, sprained ankle), that may interfere with or prevent everyday life functions but do not constitute a
substantial disruption.
e. Is a congenital anomaly/birth defect
f. Other situations (Important Medical Event)
An event that may not result in death, be immediately life-threatening, or require hospitalization, but
may be considered serious when, based on appropriate medical judgment, the event may jeopardize the
participant and may require medical or surgical intervention to prevent one of the outcomes listed in
the above definition. Examples of such events include invasive or malignant cancers (excluding the
disease[s] under study in oncology protocols), intensive treatment in an emergency department or at
home for allergic bronchospasm, blood dyscrasias, or convulsions that do not result in hospitalization,
or development of drug dependency or drug abuse.

9.3. Recording and Follow-Up of Adverse Events and/or Serious Adverse
Events
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Adverse Event and Serious Adverse Event Recording
• An AE/SAE that begins or worsens after informed consent is signed should be recorded on the
Adverse Event Form in the eCRF. Conditions that were present at the time informed consent was
given should be recorded on the Medical History Form in the eCRF.
• When an AE/SAE occurs, it is the responsibility of the investigator to review all documentation
(eg, hospital progress notes, laboratory reports, and diagnostics reports) related to the event.
• The investigator (or delegate) will then record all relevant AE/SAE information in the eCRF.
• It is not acceptable for the investigator to send photocopies of the participant's medical records in
lieu of completing the AE eCRF page.
• There may be instances when copies of medical records for certain cases are requested. In this case,
all participant identifiers, with the exception of the participant number, will be redacted on the copies
of the medical records before submission.
• The investigator will attempt to establish a diagnosis of the event based on signs, symptoms, and/or
other clinical information. Whenever possible, the diagnosis (not the individual signs/symptoms)
will be documented as the AE/SAE. When a clear diagnosis cannot be identified, each sign or
symptom should be reported as a separate AE/SAE. To the extent possible, each AE/SAE should be
evaluated to determine:
• The severity grade (CTCAE Grade 1 to 5). See below for further instructions on the assessment of
intensity.
• Whether there is at least a reasonable possibility that the AE is related to the study treatment
(including study drug(s) and/or reference therapy): suspected (yes) or not suspected (no). See below
for further instructions on the assessment of causality.
• The start and end dates, unless unresolved at final follow-up.
• The action taken with regard to study drug as a result of the AE/SAE(s) and/or reference therapy.
• The event outcome (eg, not recovered/not resolved, recovered/resolved, recovering/resolving,
recovered/resolved with sequelae, fatal, unknown).
• The seriousness, as per the SAE definition provided in Section 9.2.
• The action taken with regard to the event. Note: If an AE is treated with a concomitant medication or
nondrug therapy, this action should be recorded on Adverse Event Form and the treatment should be
specified on the appropriate eCRF (eg, Prior/Concomitant Medications, Procedures and Non-Drug
Therapy).
Assessment of Intensity
The severity of AEs will be assessed using CTCAE v4.03 Grades 1 through 5. If an event is not
classified by CTCAE, the severity of the AE will be graded according to the scale below to estimate the
grade of severity:
The investigator will make an assessment of intensity for each AE and SAE reported during the study
and assign it to 1 of the following categories:
• Grade 1: Mild; asymptomatic or mild symptoms; clinical or diagnostic observations only; treatment
not indicated.
• Grade 2: Moderate; minimal, local, or noninvasive treatment indicated; limiting age appropriate
activities of daily living.
• Grade 3: Severe or medical significant but not immediately life-threatening; hospitalization or
prolongation of hospitalization indicated; disabling; limiting self-care activities of daily living.
• Grade 4: Life-threatening consequences; urgent treatment indicated.
• Grade 5: Fatal.
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Assessment of Causality
• The investigator is obligated to assess the relationship between study treatment and each occurrence
of each AE/SAE. If reference therapy is used in combination with an Incyte study drug or multiple
Incyte study drugs are used, the relationship to each study drug and/or reference therapy must be
assessed (ie, for the Incyte product(s) and for the other product(s) that is used in combination with
the Incyte product). If appropriate, the relationship to the combination may be assessed as well.
• A "reasonable possibility" of a relationship conveys that there are facts, evidence, and/or arguments
to suggest a causal relationship, rather than that a relationship cannot be ruled out.
• The investigator will use clinical judgment to determine the relationship.
• The investigator will also consult the RSI in the IB and/or Product Information, for marketed
products, in his/her assessment.
• Alternative causes, such as underlying disease(s), concomitant therapy, and other risk factors, as well
as the temporal relationship of the event to study treatment administration, will be considered and
investigated.
• For each AE/SAE, the investigator must document in the medical notes that he/she has reviewed the
AE/SAE and has provided an assessment of causality.
• With regard to assessing causality of SAEs:
• There may be situations in which an SAE has occurred and the investigator has minimal
information to include in the initial report. However, the causality assessment is one of the criteria
used when determining regulatory reporting requirements. Therefore, it is very important that
the investigator always make an assessment of causality for every event before the initial
transmission of the SAE.
− The investigator may change his/her opinion of causality in light of follow-up information and
send a follow-up SAE report with the updated causality assessment.
Follow-Up of Adverse Events and Serious Adverse Events
• The investigator is obligated to perform or arrange for the conduct of supplemental measurements
and/or evaluations as medically indicated or as requested by the sponsor to elucidate the nature
and/or causality of the AE or SAE as fully as possible. This may include additional laboratory tests
or investigations, histopathological examinations, or consultation with other health care
professionals.
• New or updated information will be recorded in the originally completed eCRF.
• Any updated SAE data will be submitted to the sponsor (or designee) within 24 hours of receipt of
the information.
• Once an AE is detected, it should be followed until it has resolved or until it is judged to be
permanent; assessment should be made at each visit (or more frequently if necessary) of any changes
in severity, the suspected relationship to the study drug, the interventions required to treat the event,
and the outcome.
• When the severity of an AE changes over time for a reporting period (eg, between visits), each
change in severity will be reported as a separate AE until the event resolves.

9.4. Reporting of Serious Adverse Events
Regardless of suspected causality (eg, relationship to study drug[s], reference therapy, or study
procedure[s]), all SAEs occurring after the participant has signed the ICF and up to 30 days after
the last dose of study treatment or until the participant starts new GVHD therapy, whichever
occurs earlier) must be reported to the sponsor (or designee) within 24 hours of learning of its
occurrence, unless otherwise specified by the Protocol. The investigator will submit any updated
SAE data to the sponsor (or designee) within 24 hours of it being available. Any SAEs occurring
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more than 30 days after the last dose of study drug should be reported to the sponsor, or its
designee, only if the investigator suspects a causal relationship to the study drug.
Investigators are not obligated to actively seek AE or SAE information after conclusion of the
study participation. However, if the investigator learns of any SAE, including a death, at any
time after a participant has been discharged from the study, and he/she considers the event to be
reasonably related to the study treatment or study participation, the investigator must notify the
sponsor (or designee) within 24 hours of becoming aware of the event.
After the initial AE/SAE report, the investigator is required to proactively follow each participant
at subsequent visits/contacts. All SAEs will be followed until resolution, stabilization, the event
is otherwise explained, or the participant is lost to follow-up (as defined in Section 7.3).
Prompt notification by the investigator to the sponsor of a SAE is essential so that legal
obligations and ethical responsibilities towards the safety of participants and the safety of a study
treatment under clinical investigation are met.
If the SAE is not documented in the IB for the study drug (new occurrence) and is thought to be
related to the sponsor's study drug, the sponsor or its designee may urgently require further
information from the investigator for reporting to health authorities. The sponsor or its designee
may need to issue an Investigator Notification to inform all investigators involved in any study
with the same drug that this SAE has been reported. Suspected Unexpected Serious Adverse
Reactions will be collected and reported to the competent authorities and relevant ethics
committees in accordance with Directive 2001/20/EC, or as per national regulatory requirements
in participating countries.
The sponsor has a legal responsibility to notify both the local regulatory authority and other
regulatory agencies about the safety of a study treatment under clinical investigation. The
sponsor will comply with country-specific regulatory requirements relating to safety reporting to
the regulatory authority, IRB/IEC, and investigators.
Investigator safety reports must be prepared for SUSARs according to local regulatory
requirements and sponsor policy and forwarded to investigators as necessary.
An investigator who receives an investigator safety report describing a SAE or other specific
safety information (eg, summary or listing of SAEs) from the sponsor will review and then file it
along with the IB and will notify the IRB/IEC, if appropriate according to local requirements

Serious Adverse Event Reporting

•

Information about all SAEs is collected and recorded on the Adverse Event Form in the
eCRF.
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The investigator must also complete the Incyte Serious Adverse Event Report Form, in
English. Refer to the Incyte Reference Guide for Completing the Serious Adverse Event
Report Form.
Facsimile or email transmission of the Serious Adverse Event Report Form is the
preferred method
to transmit this information to the PhV team designee. The contact information of the
sponsor's study-specific representatives is listed in the investigator manual provided to
each site. The original copy of the Serious Adverse Event Report Form and the
confirmation sheet must be kept at the study site.
Follow-up information is recorded on an amended or new Serious Adverse Event Report
Form, with an indication that it is follow-up to the previously reported SAE and the date
of the original report. The follow-up report should include information that was not
provided on the previous Serious Adverse Event Report Form, such as the outcome of the
event (eg, resolved or ongoing), treatment provided, action taken with study drug because
of the SAE (eg, dose reduced, interrupted, or discontinued), or participant disposition (eg,
continued or withdrew from study participation). Each recurrence, complication, or
progression of the original event should be reported as follow-up to that event, regardless
of when it occurs.
In rare circumstances and in the absence of facsimile or computer equipment, notification
by telephone is acceptable with a copy of the Incyte Serious Adverse Event Report Form
sent by overnight mail or courier service. Initial notification via telephone does not
replace the need for the investigator to complete and sign the Serious Adverse Event
Report Form within the designated reporting time frames.
Contacts for SAE reporting can be found in the study manual.

