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

 תאריך __21/09/2014_____

שם תכשיר באנגלית ומספר הרישום _146-02-33234-00VPRIV   __
שם בעל הרישום ___מדיסון פארמה בע"מ____
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	4.6
Fertility, pregnancy and lactation
	There are no data from studies in pregnant women.
	Pregnancy

There are no or limited amount of data from the use of velaglucerase alfa in pregnant women.


	5.1 Pharmacodynamic properties


	Paediatric population

Use in the age group 4 to 17 is supported by evidence from controlled studies in adults and paediatric [20 of 94 (21%)] patients. The safety and efficacy profiles were similar between paediatric and adult patients. The studies allowed the inclusion of patients 2 years and older and the safety and efficacy profiles are expected to be similar down to the age of 2 years. However, no data are available for children under the age of 4 years
	Extension Study 044

A total of 95 patients (73 adult and 22 paediatric) who participated in studies 032, 034, and 039 enrolled in the open label extension study and were treated with VPRIV. 57 patients were treatment-naïve. All patients received at least 2 years of ERT and were followed for a mean of 4.5 years (min. 2.3 yrs, max 5.8 yrs).

In this study, haemoglobin concentration, platelet count, liver volume and spleen volume were assessed in treatment-naïve patients after 24 months of treatment. The results are presented in Table 2.

Table 2: Results at 24 months - Change from Baseline – Study 044 ITT Population
Clinical Parameters
Overall VPRIV group (N=39)

-

Mean Change from Baseline (95% CI)
Patients treated with imiglucerase for 9 months and then VPRIV for 15 months (N=16)

-

Mean Change from Baseline (95% CI)

Patients who switched from long-term imiglucerase treatment to VPRIV (N=38)

-

Mean Change from Baseline (95% CI)

Haemoglobin concentration (g/dL)

2.75

(2.28, 3.22) 

2.00

(1.25, 2.75)

-0.05

(-0.34, 0.25)

Platelet count (x 109/L)

87.85

(72.69, 103.00) 

160.94

(117.22, 204.66)

9.03

(-2.60, 20.66)

Normalized Liver Volume*

(%BW)

-1.21

(-1.50, -0.91 )

-1.69

(-2.16, -1.21)

-0.03

(-0.10, 0.05)

Normalized Spleen Volume*

(%BW)§
-2.66

(-3.50, -1.82)

-3.63

(-7.25, - 0.02)

-0.11

(-0.19, -0.03)

§ Excludes patients with splenectomy. N=30, 6 and 34 for the 3 above groups.

*Liver and spleen volume is normalized as a percentage of body weight. Normal spleen is defined as 0.2% of body weight; normal liver as 2.5% of body weight

Note: Imputation was applied to intermittent missing data.
In this study, BMD was assessed using dual x-ray absorptiometry of the lumbar spine and femoral neck. Among 31 treatment-naïve adult patients treated with VPRIV, the mean lumbar spine BMD Z-score at baseline was -1.820 (95% CI: -2.21, -1.43) and increased by 0.62 (95% CI: 0.39, 0.84) from baseline following 24 months of treatment with VPRIV. Similar results were seen in treatment-naïve patients who received 9 months of imiglucerase followed by VPRIV for 15 months. In patients who switched from long-term imiglucerase to VPRIV, lumbar spine BMD was maintained at 24 months. In contrast, no significant change in femoral neck BMD was observed.

In children, increases in the mean height Z-score were seen through 60 months of treatment in the overall treatment-naïve population, suggesting a beneficial treatment effect with VPRIV on linear growth. Similar treatment effects were seen through 48 months in the children who received 9 months of imiglucerase followed by VPRIV. Children who switched from long-term imiglucerase to VPRIV in study 034 had greater mean height Z-scores at baseline and their mean height Z-scores remained stable over time.

These treatment effects on haemoglobin, platelet count, organ volumes, bone mineral density and height were maintained through the end of the study.

Paediatric population

Use in the age group 4 to 17 is supported by evidence from controlled studies in adults and paediatric [20 of 94 (21%)] patients. The safety and efficacy profiles were similar between paediatric and adult patients. The studies allowed the inclusion of patients 2 years and older and the safety and efficacy profiles are expected to be similar down to the age of 2 years. However, no data are available for children under the age of 4 years. The effect on height was assessed in the study 044 (see section 5.1, Extension Study 044).
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