הודעה על החמרה  ( מידע בטיחות)  בעלון לרופא 
(מעודכן 05.2013) 

 תאריך __21/09/2014_____

שם תכשיר באנגלית ומספר הרישום Elaprase   138-94-31772-00  _
שם בעל הרישום ___מדיסון פארמה בע"מ____
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	4.2 Posology and method of administration
	There is no clinical experience in children under the age of 5.


	


	4.4

Special warnings and precautions for use

	Patients who develop IgM or IgG antibodies are at a higher risk of infusion reactions and other adverse reactions, however, IgE antibodies have not been observed

naphylactoidAnaphylactoid reactions, which have the potential to be life threatening, have been observed in some patients treated with Elaprase, as with any intravenous protein product.  Late emergent symptoms and signs of anaphylactoid reactions have been observed as long as 24 hours after an initial reaction. If an anaphylactoid reaction occurs the infusion should be immediately suspended and appropriate treatment and observation initiated. The current medical standards for emergency treatment are to be observed. Patients experiencing severe or refractory anaphylactoid reactions may require prolonged clinical monitoring. Patients who have experienced anaphylactoid reactions should be treated with caution when re-administering Elaprase. 


	Anaphylactoid reactions

Anaphylactoid reactions, which have the potential to be life threatening, have been observed in some patients treated with Elaprase. Late emergent symptoms and signs of anaphylactoid reactions have been observed as long as 24 hours after an initial reaction. If an anaphylactoid reaction occurs the infusion should be immediately suspended and appropriate treatment and observation initiated. The current medical standards for emergency treatment are to be observed. Patients experiencing severe or refractory anaphylactoid reactions may require prolonged clinical monitoring. Patients who have experienced anaphylactoid reactions should be treated with caution when re-administering Elaprase. 
Patients with the complete deletion/large rearrangement genotype

Paediatric patients with the complete deletion/large rearrangement genotype have a high probability of developing antibodies, including neutralizing antibodies, in response to exposure to Elaprase. Patients with this genotype have a higher probability of developing infusion-related adverse events and tend to show a muted response as assessed by decrease in urinary output of glycosaminoglycans, liver size and spleen volume compared to patients with the missense genotype. Management of patients must be decided on an individual basis. (See section 4.8).

	
	
	

	4.7 Effects on ability to drive and use machines
	No studies on  the  effects  on the ability to drive  and  use machines have been performed.
	Elaprase has no or negligible influence on the ability to drive or use machines. 


	4.8 

Undesirable effects
	Adverse drug reactions were defined as treatment-emergent events with suspected causality and excluded non-serious events that were reported only once in a single patient;  treatment  emergent  events  with  an  excess  incidence  of  at  least  9% compared with placebo were also considered as adverse drug reactions.

System organ class
Adverse reaction (Preferred Term)

Very common 

Common

Not known

Immune system disorders

Anaphylactoid reaction

Nervous system disorders

Headache

Dizziness, tremor

Cardiac disorders

Cyanosis, arrhythmia, tachycardia

Vascular disorders

Hypertension, flushing

Hypotension

Respiratory, thoracic and mediastinal disorders

Wheezing, dyspnoea

Hypoxia, tachypnoea, bronchospasm,

cough

Gastrointestinal disorders

Abdominal pain, nausea, dyspepsia, diarrhoea

Swollen tongue

Skin and subcutaneous tissue disorders

Urticaria, rash, pruritus

Erythema

Musculoskeletal and connective disorders

Chest pain

Arthralgia

General disorders and administration site conditions

Infusion-related reaction, pyrexia, infusion site swelling.
Face oedema, oedema peripheral

….
Across all studies, 53/107 patients (50%) developed anti-idursulfase IgG antibodies at some point.     Nine of the IgG positive patients also tested positive for IgM antibodies, and four patients tested positive for IgA antibodies.   In addition, one patient who was not IgG positive developed transient IgM antibodies and persistent IgA antibodies.  The overall neutralizing antibody rate was 26/107 patients (24%).  In the 52-week study, rates of seropositivity peaked by Weeks 18 to 27 and steadily declined thereafter for the remainder of this study.

In general, patients who tested positive for IgG antibodies were more likely to have infusion-related events than those who did not test positive.  However, overall rates of infusion-related adverse events declined over time, regardless of antibody status. The reduction of urinary GAG excretion was somewhat less in patients for whom circulating anti-idursulfase antibodies were detected.


	
System organ class
Adverse reaction (Preferred Term)

Very common 

Common

Not known

Immune system disorders

Anaphylactoid reaction 
Nervous system disorders

Headache

Dizziness, tremor

Cardiac disorders

Cyanosis, arrhythmia, tachycardia

Vascular disorders

Hypertension, flushing

Hypotension

Respiratory, thoracic and mediastinal disorders

Wheezing, dyspnoea

Hypoxia, tachypnoea, bronchospasm, 
cough

Gastrointestinal disorders

Abdominal pain, nausea, dyspepsia, diarrhoea, vomiting
Swollen tongue

Skin and subcutaneous tissue disorders

Urticaria, rash, pruritus

Erythema

Musculoskeletal and connective disorders


Arthralgia

General disorders and administration site conditions

Pyrexia, chest pain, infusion site swelling.

Face oedema, oedema peripheral

Injury, poisoning and procedural complications

Infusion-related reaction

….
Patients with complete deletion/large rearrangement genotype have a higher probability of developing infusion related adverse events (see section 4.4).

Immunogenicity
Across 4 clinical studies (TKT008, TKT018, TKT024 and TKT024EXT), 53/107 patients (50%) developed anti-idursulfase IgG antibodies at some point. The overall neutralizing antibody rate was 26/107 patients (24%). 
In the post-hoc immunogenicity analysis of data from TKT024/024EXT studies, 51% (32/63) patients treated with 0.5mg/kg weekly Elaprase had at least 1 blood sample that tested positive for anti-Elaprase antibodies, and 37 % (23/63) tested positive for antibodies on at least 3 consecutive study visits. Twenty-one percent (13/63) tested positive for neutralizing antibodies at least once and 13 % (8/63) tested positive for neutralizing antibodies on at least 3 consecutive study visits.

Clinical study HGT-ELA-038 evaluated immunogenicity in children 16 months to 7.5 years of age. During the 53-week study, 67.9% (19 of 28) of patients had at least one blood sample that tested positive for anti-Elaprase antibodies, and 57.1% (16 of 28) tested positive for antibodies on at least three consecutive study visits. Fifty-four percent of patients tested positive for neutralizing antibodies at least once and half of the patients tested positive for neutralizing antibodies on at least three consecutive study visits.

All patients with the complete deletion/large rearrangement genotype developed antibodies, and the majority of them (7/8) also tested positive for neutralizing antibodies on at least 3 consecutive occasions. All patients with the frameshift/splice site mutation genotype developed antibodies and 4/6 also tested positive for neutralizing antibodies on at least 3 consecutive study visits. Antibody-negative patients were found exclusively in the missense mutation genotype group. (See sections 4.4 and 5.1)

Paediatric population

Adverse reactions reported in the paediatric population were, in general, similar to those reported in adults.


	5.1

Pharmacodynamic properties

	…
	Clinical efficacy and safety

The safety and efficacy of Elaprase has been shown in three clinical studies: two randomised, placebo-controlled clinical studies (TKT008 and TKT024) in adults and children above the age of 5 years and one open-label, safety study (HGT-ELA-038) in children 16 months to 7.5 years of age.
…

In a post-hoc analysis of immunogenicity in studies TKT024 and TKT024EXT (see section 4.8), patients were shown to have either the mis‑sense mutation or the frameshift / nonsense mutation. After 105 weeks of exposure to Elaprase, neither antibody status nor genotype affected reductions in liver and spleen size or distance walked in the 6‑minute walk test or forced vital capacity measurements. Patients who tested antibody-positive displayed less reduction in urinary output of glycosaminoglycans than antibody-negative patients. The longer-term effects of antibody development on clinical outcomes have not been established.

Study HGT-ELA-038 was an open-label, multicenter, single-arm study of Elaprase infusions in male Hunter syndrome patients between the age of 16 months and 7.5 years. 

Elaprase treatment resulted in up to 60% reduction in urine output of glycosaminoglycans and in reductions of liver and spleen size: results were comparable to those found in study TKT024. Reductions were evident by week 18 and were maintained to week 53. Patients who developed a high titre of antibodies displayed less response to Elaprase as assessed by urine output of glycosaminoglycans and by liver and spleen size.

Analyses of genotypes of patients in study HGT-ELA-038

Patients were classified into the following groups: missense (13), complete deletion/large rearrangement (8), and frameshift/ splice site mutations (5). One patient was unclassified / unclassifiable.

The complete deletion / large rearrangement genotype was most commonly associated with development of high titre of antibodies and neutralising antibodies to Elaprase and was most likely to display a muted response to Elaprase. It was not possible, however, to accurately predict individual clinical outcome based on antibody response or genotype.

	5.2 Pharmacokinetic properties

	Pharmacokinetics was evaluated in 10 patients at Week 1 and Week 27 following administration of 0.5 mg/kg weekly as a 3-hour infusion.  There were no differences in pharmacokinetic parameters following 27 weeks of treatment.

Parameter

Week 1 (SD)

Week 27 (SD)

Cmax (μg/ml)

1.5 (0.6)

1.1 (0.3)

AUC

 (min* μg/ml)

206 (87)

169 (55)

T1/2 (min)

44 (19)

48 (21)

Cl (ml/min/kg)

3.0 (1.2)

3.40 (1.0)

Vss (% BW)

21 (8)

25 (9)


	Pharmacokinetic parameters measured during the first infusion at Week 1 of studies TKT024 (0.5 mg/kg weekly arm) and HGT-ELA-038 are displayed in the tables below as a function of age and body weight.
PK parameters at week 1 as a function of age in Studies TKT024 and HGT-ELA-038



















Study
HGT-ELA-038
TKT024
Age (years)
1.4 to 7.5
(n=27)
5 to 11
(n=11)
12 to 18
(n=8)
> 18
(n=9)
Cmax (μg/mL)
Mean ± SD
1.3 ± 0.8
1.6 ± 0.7
1.4 ± 0.3
1.9 ± 0.5
AUC0-∞
(min*μg/mL)

Mean ± SD

224.3 ± 76.9
238 ± 103.7
196 ± 40.5
262 ± 74.5
CL

(mL/min/kg) Mean ± SD

2.4 ± 0.7
2.7 ± 1.3
2.8 ± 0.7
2.2 ± 0.7
Vss (mL/kg)
Mean ± SD
394 ± 423
217 ± 109
184 ± 38
169 ± 32
Patients in the TKT024 and HGT-ELA-038 studies were also stratified across five weight categories; as shown in the following table:

PK parameters at week 1 as a function of body weight in studies TKT024 and HGT-ELA-038
Weight (kg)
<20

(n=17)

≥ 20 and < 30

(n=18)

≥ 30 and < 40

(n=9)

≥ 40 and < 50 (n=5)
≥ 50

(n=6)
Cmax (μg/mL) 

Mean ± SD

1.2 ± 0.3
1.5 ± 1.0
1.7 ± 0.4
1.7 ± 0.7
1.7 ± 0.7

AUC0-∞
(min*μg/mL)

206.2 ± 33.9
234.3 ± 103.0
231.1 ± 681.0
260.2 ± 113.8
251.3 ± 86.2

CL

(mL/min/kg)

Mean ± SD

2.5 ± 0.5
2.6 ± 1.1
2.4 ± 0.6
2.4 ± 1.0
2.4 ± 1.1

Vss
(mL/kg)

321 ± 105
397 ± 528
171 ± 52
160 ± 59
181 ± 34
A higher volume of distribution at steady state (Vss) was observed in the lowest weight groups.

Overall, there was no apparent trend in either systemic exposure or clearance rate of Elaprase with respect to either age or body weight.
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