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Strensiq is indicated for long-term enzyme replacement therapy in patients with paediatric-onset
hypophosphatasia to treat the bone manifestations of the disease.
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4.4

Lipodystrophy
Localized lipodystrophy, including lipoatrophy and lipohypertrophy. has been reported at injection sites

after several months in patients treated with STRENSIQ in clinical trials (see section 4.8). Patients are
advised to follow proper injection technique and to rotate injection sites (see section 4.2).

Craniosynostosis

In asfotase alfa clinical studies adverse events of craniosynostosis (associated with increased intracranial
pressure), including worsening of pre-existing craniosynostosis and occurrence of Arnold-Chiari
malformation, have been reported in hypophosphatasia patients <5 years of age

4.6 Fertility, pregnancy and lactation

Breast-feeding

There is insufficient information on the excretion of asfotase alfa in human milk. A risk to the
newborns/infants cannot be excluded.

A decision must be made whether to discontinue breast-feeding or to discontinue/abstain from asfotase alfa
therapy taking into account the benefit of breast-feeding for the child and the benefit of therapy for the

4.8 Undesirable effects

Table 1: Adverse Reactions Reported in clinical trials in hypophosphatasia patients (age 1 day to
66 years, treatment duration range from 1 day to 391 weeks [7.5 vears])

System Organ Class Frequency Adverse reaction
category
(...)
Metabolism and nutrition | Common Hypocalcaemia
disorders
(...)
Skin and subcutaneous Very common Erythema
tissue disorders Common Lipohypertrophy
Cutis Laxa
Skin discolouration
o cluding | . .
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Skin disorder (stretched skin)

Renal and urinary Common Nephrolithiasis
disorders

(..)

Description of selected adverse reactions

Injection site reactions

Injection site reactions (including injection site atrophy, abscess, erythema, discolouration, pain, pruritus,
macule, swelling, contusion, bruising, lipodystrophy (lipoatrophy or lipohypertrophy)hsypertrophy,
induration, reaction, nodule, rash, papule, haematoma, inflammation, urticarial, calcification, warmth,
haemorrhage, cellulitis, scar, mass, extravasation, exfoliation and vesicles) are the most common adverse

reactlons observed n about 74% of the patlents in clinical studles %Che—ffeqﬁeﬁeyLef—ﬂajeeﬂeﬂ—s&e—feaeﬁeﬂ

Hmes#weele(eemﬁafed—te%—tmes%weelé—Most 1nJect10n 51te reactlons were mlld and self llmltlng, and the

majority (> 99%) were reported as non- serious. Fwe-patients-experienced-injfection-site-reactionthatled-to
reduction-of thetrastotase-alfa-dose:

(..)

Hypersensitivity
Hypersensitivity reactions include erythema/redness, pyrexia/fever, rash, pruritis, irritability, nausea,
vomiting, pain, rigor/chills, hypaesthesia oral, headache, flushing, tachycardia, cough, and signs and
symptoms consistent with anaphylaxis (see section 4.4). A few case reports of
anaphylactoid/hypersensitivity reaction have also been received and were associated with signs and
symptoms of difficulty breathing, choking sensation, periorbital edema and dizziness.
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