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Hypersensitivity to the active substance (see section 4.4 for additional Hypersensitivity to the active substance or to any of the excipients listed | 4. CLINICAL
information) or to any of the excipients listed in section 6.1. in section 6.1. PARTICULARS
Severe or life-threatening hypersensitivity to the active substance or to 4.3

any of the excipients is a contraindication to re-challenge, if
hypersensitivity is not controllable (see section 4.4).

Contraindications

Hypersensitivity
Hypersensitivity reactions including signs and symptoms consistent with

anaphylaxis have been reported in patients treated with asfotase alfa (see
section 4.8). These symptoms included difficulty breathing, choking
sensation, nausea, periorbital edema, and dizziness. The reactions have
occurred within minutes after subcutaneous administration of Strensig and
can occur in patients on treatment for more than one year. Other
hypersensitivity reactions included vomiting, fever, headache, flushing,
irritability, chills, skin erythema, rash, pruritus, and oral hypaesthesia. If
these reactions occur, immediate discontinuation of treatment is
recommended and appropriate medical treatment should be initiated. The
current medical standards for emergency treatment should be observed.

Consider the risks and benefits of re-administering Strensiq to individual
patients following a severe reaction, taking other factors into account that
may contribute to the risk of a hypersensitivity reaction, such as
concurrent infection and/ or use of antibiotics. If the decision is made to
re-administer the product, the re-challenge should be made under medical
supervision and consideration may be given to use appropriate pre-
medication.

Patients should be monitored for recurrence of signs and symptoms of a
severe hypersensitivity reaction.

The need for supervision for subsequent administrations and need for
emergency treatment for home care should be at the discretion of the
treating physician.

Hypersensitivity, anaphylaxis or anaphylactoid reactions have not been

observed with asfotase alfa in any clinical trials. Severe allergic-type
hypersensitivity reactions are possible, including urticaria, difficulty
breathing and/or cardiovascular collapse. If these reactions occur,
immediate discontinuation of treatment is recommended and
appropriate medical treatment should be initiated. The current medical
standards for emergency treatment should be observed. There have
been no adverse reactions related to anti-asfotase alfa antibody status
in clinical trials.

Furthermore, patients confirmed positive for anti-drug antibodies have
not shown signs of hypersensitivity or tachyphylaxis with asfotase alfa
administration.

[.]

4.4

Special
warnings and
precautions for
use




Severe or potentially life-threatening hypersensitivity is a contraindication
to re-challenge, if hypersensitivity is not controllable (see section 4.3).
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Table 1: Adverse Reactions Reported in clinical trials in
hypophosphatasia patients (age 1 day to 66 years)

Table 1: Adverse Reactions Reported in clinical trials in
hypophosphatasia patients (age 1 day to 66 years)

4.8
effects

Undesirable

Tabulated list of

Skin discolouration including
hypopigmentation

Skin disorder (stretched skin)

Musculoskeletal and
connective tissue
disorders

Very Common

Pain in extremity

Common

Myalgia

General disorders and
administration site
conditions

Very Common

Injection site reactions®
Pyrexia

Irritability

Common

Chills

System Organ Class Frequency Adverse reaction System Organ Class Frequency Adverse reaction
category category

Immune system Common Anaphylactoid reactions Infections and common Injection site cellulitis
disorders 9 infestations

Hypersensitivity

] o ] B Blood and lymphatic common Increased tendency to bruise
_Infectlo_ns and Common Injection site cellulitis system disorders
infestations
. ) Nervous system very common Headache
Blood and lymphatic Common Increased tendency to bruise disorders
system disorders
Vascular disorders common Hot flush
Nervous system Very Common | Headache
disorders Gastrointestinal disorders | common Hypoaesthesia oral
Vascular disorders Common Hot flush Nausea
Gastrointestinal disorders | Common Hypoaesthesia oral Skin and subcutaneous very common | Erythema
tissue disorders

Nausea common Lipohypertrophy
Skin and subcutaneous Very Common | Erythema Cutis Laxa
tissue disorders - _ .

: Skin discolouration including
Common Lipohypertrophy hypopigmentation
Cutis Laxa

Skin disorder (stretched skin)

Musculoskeletal and
connective tissue
disorders

very common

Pain in extremity

common

Myalgia

General disorders and
administration site

very common

Injection site reactions®

conditions Pyrexia
Irritability
common Chills
Injury, poisoning and very common Contusion
procedural complications
common Scar

adverse reactions




Injury, poisoning and Very Common | Contusion * Preferred terms considered as injection site reactions are presented

procedural complications in section below
Common Scar

! preferred terms considered as injection site reactions are presented in
section below

Z preferred terms considered as hypersensitivity are presented in the
section below

[..]

Hypersensitiviy
Hypersensitivity reactions include erythema/redness, pyrexia/fever,

irritability, nausea, pain, rigor/chills, hypaesthesia oral, headache, flushing,
and signs and symptoms consistent with anaphylaxis (see section 4.4).
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