BLAST:
Adverse events information

Adverse events

The investigator or site staff will be
responsible for detecting, document-
ing and reporting events that meet the
definition of an AE or SAE.

Definition of an AE

Any untoward medical occurrence in
a patient or clinical investigation sub-
ject, temporally associated with the
use of a medicinal product, whether or
not considered related to the medicinal
product.

Note: An AE can therefore be any unfa-
vourable and unintended sign (includ-
ing an abnormal laboratory finding),
symptom, or disease (new or exacer-
bated) temporally associated with the
use of a medicinal product. For mar-
keted medicinal products, this also
includes failure to produce expected
benefits (i.e. lack of efficacy), abuse or
misuse.

Events meeting the definition of an AE
include:

e Exacerbation of a chronic or in-
termittent pre-existing condition
including either an increase in fre-
quency and/or intensity of the con-
dition;

® New conditions detected or diag-
nosed after study treatment admin-
istration even though it may have
been present prior to the start of the
study;

* Signs, symptoms, or the clinical se-
quelae of a suspected interaction;

* Signs, symptoms, or the clinical se-
quelae of a suspected overdose of
either study treatment or a concomi-
tant medication (overdose per se
will not be reported as an AE/SAE)
unless this is an intentional over-
dose taken with possible suicidal/
self- harming intent. This should be
reported regardless of sequelae.

“Lack of efficacy” or “failure of ex-

pected pharmacological action” per se

will not be reported as an AE or SAE.

However, the signs and symptoms and/

or clinical sequelae resulting from lack

of efficacy will be reported if they ful-
fill the definition of an AE or SAE.

Clinical and Experimental Rheumatology 2022

Belimumab in antiphospholipid syndrome / S. Sciascia et al.,

Events that do not meet the definition

of an AE include:

® Medical or surgical procedure (e.g.
endoscopy, appendectomy); the
condition that leads to the procedure
is an AE;

® Situations where an untoward medi-
cal occurrence did not occur (social
and/or convenience admission to a
hospital);

® Anticipated day-to-day fluctua-
tions of pre-existing disease(s) or
condition(s) present or detected at the
start of the study that do not worsen;

® The disease/disorder being studied,
or expected progression, signs, or
symptoms of the disease/disorder be-
ing studied, unless more severe than
expected for the subject’s condition.

Definition of an SAE

A serious adverse event is any unto-
ward medical occurrence that, at any
dose:

a. results in death.

b. is life-threatening.

NOTE: The term ‘life-threatening’ in
the definition of ‘serious’ refers to an
event in which the subject was at risk
of death at the time of the event. It
does not refer to an event, which hypo-
thetically might have caused death, if it
were more severe.

c. Requires hospitalisation or prolon-
gation of existing hospitalisation.

NOTE: In general, hospitalisation sig-
nifies that the subject 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 set-
ting. Complications that occur during
hospitalisation are AEs. If a complica-
tion prolongs hospitalisation or fulfills
any other serious criteria, the event is
serious. When in doubt as to whether
“hospitalisation” occurred or was nec-
essary, the AE should be considered
serious. Hospitalisation for elective
treatment of a pre-existing condition
that did not worsen from baseline is not
considered an AE

d. Results in disability/incapacity, or

NOTE: The term disability means a
substantial disruption of a person’s
ability to conduct normal life func-
tions. This definition is not intended
to include experiences of relatively
minor medical significance such as un-
complicated headache, nausea, vomit-
ing, diarrhea, influenza, and acciden-
tal trauma (e.g. sprained ankle) which
may interfere or prevent everyday life
functions but do not constitute a sub-
stantial disruption

e. s a congenital anomaly/birth defect.

f. Medical or scientific judgement
should be exercised in deciding wheth-
er reporting is appropriate in other
situations, such as important medical
events that may not be immediately
life-threatening or result in death or
hospitalisation but may jeopardize the
subject or may require medical or sur-
gical intervention to prevent one of the
other outcomes listed in the above defi-
nition. These should also be considered
serious. Examples of such events are
invasive or malignant cancers, inten-
sive treatment in an emergency room
or at home for allergic bronchospasm,
blood dyscrasias or convulsions that
do not result in hospitalisation, or de-
velopment of drug dependency or drug
abuse.

g. All events of possible drug-induced
liver injury with hyperbilirubinaemia
defined as ALT > 3xULN and bilirubin
or >2XULN (>35% direct) (or ALT
or >3xULN and INR >1.5, if INR
measured) termed ‘Hy’s Law’ events
(INR measurement is not required and
the threshold value stated will not apply
to patients receiving anticoagulants).

NOTE: Bilirubin fractionation is per-
formed if testing is available. If test-
ing is unavailable, record presence of
detectable urinary bilirubin on dipstick
indicating direct bilirubin elevations
and suggesting liver injury. If testing is
unavailable and a subject meets the cri-
terion of total bilirubin >2xULN, then
the event is still reported as an SAE. If
INR is obtained, include values on the
SAE form. INR elevations >1.5 sug-
gest severe liver injury.
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Laboratory and other safety assess-

ment abnormalities reported as AEs
and SAEs

Any abnormal laboratory test results
(hematology, clinical chemistry, or
urinalysis) or other safety assess-
ments (e.g. ECGs, radiological scans,
vital signs measurements), including
those that worsen from baseline, and
felt to be clinically significant in the
medical and scientific judgement of
the investigator are to be recorded as
AEs or SAEs. However, any clinically
significant safety assessments that are
associated with the underlying disease,
unless judged by the investigator to be
more severe than expected for the sub-
ject’s condition, are not to be reported
as AEs or SAEs.

Pregnancy

To ensure subject safety, each preg-
nancy must be reported within 2 weeks
of learning of its occurrence.

The pregnancy must be followed up to
determine outcome (including prema-
ture termination) and status of mother
and child. Pregnancy complications
and elective terminations for medical
reasons must be reported as an AE or
SAE. Spontaneous abortions must be
reported as an SAE.

Any SAE occurring in association with
a pregnancy, brought to the investiga-
tor’s attention after the subject has
completed the study and considered by
the investigator as possibly related to
the study treatment, must be reported.

Time period and frequency of detecting
AEs and SAEs

The investigator or site staff is respon-
sible for detecting, documenting and
reporting events that meet the defini-
tion of an AE or SAE.

AEs will be collected from the start of
study treatment and until the follow up
contact.

SAEs will be collected over the same
time period, as stated above for AEs.
However, any SAEs assessed as related
to study participation (e.g. study treat-
ment, protocol-mandated procedures,
invasive tests, or change in existing ther-
apy) or related to a concomitant medica-
tion, will be recorded from the time of
consent to participate in the study up to
and including any follow up contact.

Adverse events of special interest
In addition to the standard safety pro-

tocol language the following adverse

events of special interest should be

mentioned in the protocol and assessed

for frequency in the final report.

® Serious hypersensitivity or infusion
reactions;

® Serious infections, including herpes

zoster and opportunistic infections;

Malignancy;

¢ Suicidal thought, intent or behaviour;

* Fatal eve.
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