112 Poya (MNXV2 ¥R ) NIIND Y NYNHN

24/12/2015 NN

VPRIV 146-02-33234-00 DIW91 9901) DN 9PWIN OV
17732 NNPINI NOITN IV Dyl ov

7292 NYINNNN VIV TYPN DY DNV

MY MINNIN
YH VOPY NN LOPY Poya P9
Hypersensitivity Hypersensitivity 4.4 Special warnings
Hypersensitivity reactions, including symptoms consistent with Hypersensitivity reactions have been reported in patients in | and precautions for
anaphylaxis, have been reported in patients in clinical studies and | clinical studies. As with any intravenous protein medicinal | use
in post-marketing experience. The majority of—As-with-any product, hypersensitivity reactions are possible. Therefore,

intraveneus-protein-medicinal-preduet; hypersensitivity reactions | appropriate medical support should be readily available
usually occur upare possible. Therefore, appropriate medical when velaglucerase alfa is administered. If a severe
supportshould-be-readily-avatlable-whenvelaghueerase-alfais reaction occurs, current medical standards for emergency
administered. If a severe reaction occurs, current medical treatment are to be followed.

standards—fel'—emepgeney—trea%men{—are to 12 hours post infusion.
Treatment should be approached with caution in patients

The most frequentlv reported who have exhibited symptoms of hypersensitivity to other
: e . enzyme replacement therapy.

e*hmﬁeel symptoms of hypersen5|t|V|ty mclude nausea, rash

dyspnoea, back pain, chest discomfort (including chest tightness), | Infusion related-reactions

urticaria, arthralgia, and headache. te-etherenzymereplacement | Infusion-related reactions were the most commonly observed
therapy- adverse reactions in patients treated in clinical studies. Most of




Infusion related-reactions

An infusion-related reaction is defined as any adverse drug reaction
occurring within 24 hours after the initiation of velaglucerase alfa
infusion.

Infusion-related reactions (IRR) were the most commonly observed
adverse reactions in patients treated in clinical studies. An IRR often
appears as a hypersensitivity reaction..Mest-ef-the-infusion-related
reactions-were-mid: The most frequently reportedeommonhy-observed
symptoms of hypersensitivity include nausea, rash, dyspnoea, back
pain, chest discomfort (including chest tightness), urticaria,
arthralgia, and infusion-related-reactions-were-headache Symptoms
consistent with anaphylaxis have been reported in patients in
clinical studies and in post-marketing experience. Apart from
symptoms associated with hypersensitivity reactions IRRs might

show as fatigue, dizziness, hypotension-hypertension-nausea;
fatiguefasthenia—and-pyrexia, blood pressure increase or
pruritus./bedy-temperature-increased-- In treatment-naive patients, the

majority of infusion-related reactions occurred during the first 6 months
of treatment:

Prevention and Management of infusion related reactions including
hypersensitivity reactions

The management of infusion-related reactions should be based on the
severity of the reaction, and include slowing the infusion rate, treatment
with medicinal products such as antihistamines, antipyretics and/or
corticosteroids, and/or stopping and resuming treatment with increased
infusion time.

Due to the risk for hypersensitivity reactions including
anaphylaxis appropriate medical support, including adequately

the infusion-related reactions were mild. The most commonly
observed symptoms of infusion-related reactions were: headache,
dizziness, hypotension, hypertension, nausea, fatigue/asthenia,
and pyrexia/body temperature increased. In treatment-naive
patients, the majority of infusion-related reactions occurred
during the first 6 months of treatment.

The management of infusion-related reactions should be based o
the severity of the reaction, and include slowing the infusion ratej
treatment with medicinal products such as antihistamines,

antipyretics and/or corticosteroids, and/or stopping and resuming
treatment with increased infusion time.

=

Pre-treatment with antihistamines and/or corticosteroids may
prevent subsequent reactions in those cases where symptomatic
treatment was required. Patients were not routinely pre-
medicated prior to infusion of velaglucerase alfa during clinical
studies.




trained personnel in emergency measures, should be readily available
when velaglucerase alfa is administered. If anaphylactic or other acute
reactions occur, in the clinic or home setting, immediately discontinue
the infusion and initiate appropriate medical treatment.

. For patients developing anaphylaxis in a home setting it should

be considered to continue treatment in a clinical setting.

Treatment should be approached with caution in patients who have
exhibited symptoms of hypersensitivity to velaglucerase alfa or other
enzyme replacement therapy.

Pre-treatment with antihistamines and/or corticosteroids may prevent

subsequent reactions in those cases where symptomatic treatment was

required. Patientswere-notroutinelypre-medicated-priorto-infusion-of
lacl If ines clinical studics.

Adverse reactions reported in patients with type 1 Gaucher disease are
listed in Table 1. Information is presented by system organ class and
frequency according to MedDRA convention. Frequency is defined as
very common (>1/10) and common (>1/100 to <1/10). Within each
frequency grouping, adverse reactions are presented in order of
decreasing seriousness. Adverse drug reactions derived from post-
marketing reports other than interventional clinical trials are printed in
italics

Table 1: Adverse reactions reported with VPRIV observed in
patients with type 1 Gaucher disease. Italic text denotes post-
marketing event.

System organ class Adverse reaction

Very common Common

Adverse reactions reported in patients with type 1 Gaucher
disease are listed in Table 1. Information is presented by system
organ class and frequency according to MedDRA convention.
Frequency is defined as very common (>1/10) and common
(>1/100 to <1/10). Within each frequency grouping, adverse

reactions are presented in order of decreasing seriousness.

Table 1: Adverse reactions reported with VPRIV observed in

patients with type 1 Gaucher disease

System organ class

Adverse reaction

Very common

Common
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Immune system disorders

hypersensitivity
reactions

(includes dermatitis
allergic and
anaphylactic/anaphy
lactoid reactions)

Immune system disorders

hypersensitivity
reactions

Nervous system disorders

headache, dizziness

Cardiac disorders

tachycardia

Nervous system disorders

headache, dizziness

Cardiac disorders

tachycardia

Respiratory, thoracic and
mediastinal disorders

dyspnea

Vascular disorders

hypertension,
hypotension,
flushing

Vascular disorders

hypertension,
hypotension,
flushing

Gastrointestinal disorders

abdominal
pain/abdominal pain
upper, nausea

Gastrointestinal disorders

abdominal pain/abdominal
pain upper

nausea

Skin and subcutaneous
tissue disorders

rash, urticaria,
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Skin and subcutaneous

rash, urticaria,

Musculoskeletal and
connective tissue disorders

bone pain, arthralgia, back
pain

General disorders and
administration site
conditions

infusion-related reaction,
asthenia/fatigue,
pyrexia/body temperature
increased

tissue disorders pruritus
Musculoskeletal and bone pain, arthralgia, back

connective tissue disorders | pain

General disorders and infusion-related reaction, Chest discomfort

administration site
conditions

asthenia/fatigue,
pyrexia/body temperature
increased

Investigations

activated partial
thromboplastin time
prolonged,
neutralizing
antibody positive

Investigations

activated partial
thromboplastin time
prolonged,
neutralizing
antibody positive




