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	Immunogenicity
Transient nephrotic syndrome which resolved following temporary interruption of ERT was observed in one patient with infantile-onset Pompe disease who received very frequent dosing of rhGAA (10 mg/kg 5 times weekly) over an extended period.

Immune-mediated reactions

Severe cutaneous reactions, possibly immune-mediated, have been reported with alglucosidase alfa, including ulcerative and necrotizing skin lesions (see section 4.8). 
Patients should be monitored for signs and symptoms of systemic immune mediated reactions involving skin and other organs while receiving alglucosidase alfa. If immune-mediated reactions occur, discontinuation of the administration of alglucosidase alfa should be considered and appropriate medical treatment initiated. The risks and benefits of re-administering alglucosidase alfa following an immune-mediated reaction should be considered. Some patients have been successfully rechallenged and continued to receive alglucosidase alfa under close clinical supervision.

________
________

Tabulated list of adverse reactions
System Organ Class
Frequency

Additional adverse reactions- Infantile and late Onset Pompe disease

Vascular disorders

Not known

Hypertension

Hypotension

Pallor
Respiratory, thoracic and mediastinal disorders
Not known

Respiratory arrest

Apnea

Respiratory distress

Bronchospasm

Wheezing

Pharyngeal oedema

Dyspnoea 

Throat tightness 

Description of selected adverse reactions

A small number of patients (< 1%) in clinical trials and in the commercial setting developed anaphylactic shock and/or cardiac arrest during Myozyme infusion that required life-support measures. Reactions generally occurred shortly after initiation of the infusion. Patients presented with a constellation of signs and symptoms, primarily respiratory, cardiovascular, edematous and/or cutaneous in nature (see section 4.4).

Patients with moderate to severe or recurrent IARs have been evaluated for alglucosidase alfa specific IgE antibodies; some patients tested positive including some who experienced an anaphylactic reaction.
Severe cutaneous reactions, possibly immune-mediated, have been reported with alglucosidase alfa including ulcerative and necrotizing skin lesions (see section 4.4).


	Immune-mediated reactions

Severe cutaneous reactions, possibly immune-mediated, have been reported with alglucosidase alfa, including ulcerative and necrotizing skin lesions (see section 4.8). Nephrotic syndrome was observed in a few Pompe patients treated with alglucosidase alfa and who had high IgG antibody titres (≥ 102,400) (see section 4.8). In these patients renal biopsy showed immune complex deposition.  Patients improved following treatment interruption. It is therefore recommended to perform periodic urinalysis among patients with high IgG antibody titres.
Patients should be monitored for signs and symptoms of systemic immune mediated reactions involving skin and other organs while receiving alglucosidase alfa. If immune-mediated reactions occur, discontinuation of the administration of alglucosidase alfa should be considered and appropriate medical treatment initiated. The risks and benefits of re-administering alglucosidase alfa following an immune-mediated reaction should be considered. Some patients have been successfully rechallenged and continued to receive alglucosidase alfa under close clinical supervision.

Immunomodulation
Patients with Pompe disease are at risk of respiratory infections due to the progressive effects of the disease on the respiratory muscles. Immunosuppressive agents have been administered in experimental settings in a small number of patients, in an attempt to reduce or prevent the development of antibodies to alglucosidase alfa. Fatal and life-threatening respiratory infections have been observed in some of these patients. Therefore, treating patients with Pompe disease with immunosuppressive agents may further increase the risk of developing severe respiratory infections and vigilance is recommended.
Risk of Cardio-Respiratory failure due to volume overload

A few reports of fluid overload have been received. Infantile patients with underlying cardiac hypertrophy are a risk. Patients with an acute underlying illness at the time of Myozyme infusion may be at greater risk for experiencing acute cardiorespiratory failure. Acute cardiorespiratory failure requiring intubation and inotropic support has been observed after infusion with alglucosidase alfa in a few infantile-onset patients with underlying cardiac hypertrophy, possibly associated with fluid overload with intravenous administration of alglucosidase alfa.

Tabulated list of adverse reactions
System Organ Class
Frequency

Additional adverse reactions- Infantile and late Onset Pompe disease

Vascular disorders

Not known

Hypertension

Hypotension
Vasoconstriction
Pallor
Respiratory, thoracic and mediastinal disorders
Not known
Respiratory arrest

Apnea

Respiratory distress

Bronchospasm

Wheezing

Pharyngeal oedema

Dyspnoea 

Tachypnoea
Throat tightness 

Stridor
Renal and urinary disorders
Not known

Nephrotic syndrome

  Proteinuria
Description of selected adverse reactions

A small number of patients (< 1%) in clinical trials and in the commercial setting developed anaphylactic shock and/or cardiac arrest during Myozyme infusion that required life-support measures. Reactions generally occurred shortly after initiation of the infusion. Patients presented with a constellation of signs and symptoms, primarily respiratory, cardiovascular, edematous and/or cutaneous in nature (see section 4.4).

Recurrent reactions consisting of flu-like illness or a combination of events such as fever, chills, myalgia, arthralgia, pain, or fatigue occurring post-infusion and lasting usually for a few days, have been observed in some patients treated with alglucosidase alfa. The majority of patients were successfully re-challenged with alglucosidase alfa using lower doses and/or pretreatment with anti-inflammatory drugs and/or corticosteroids and have continued to receive treatment under close clinical supervision.
Patients with moderate to severe or recurrent IARs have been evaluated for alglucosidase alfa specific IgE antibodies; some patients tested positive including some who experienced an anaphylactic reaction.
Nephrotic syndrome as well as severe cutaneous reactions, possibly immune-mediated, have been reported with alglucosidase alfa including ulcerative and necrotizing skin lesions (see section 4.4).




מצ"ב העלון שבו מסומנות ההחמרות המבוקשות על רקע צהוב.
שינויים שאינם בגדר החמרות סומנו (בעלון) בצבע שונה.
יש לסמן רק תוכן מהותי ולא שינויים במיקום הטקסט.
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