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2. Liver volume 
3. Platelet count 
4. Hemoglobin 

Additional efficacy endpoints included: 
1. Change in height and weight 
2. Change in Pubertal status (by Tanner stage) 
3. Change in bone age by X-ray of left hand and wrist 
4. Change in bone mineral density by DEXA (only for patients coming from PB-06-005 Study)  
5. Occurrence of bone crises 
6. Quality of Life using the Child Health Questionnaire™ (CHQ) PF-28 (valid for patients aged 5 

to 18 years coming from PB-06-005 Study) 

Safety: 
1. Adverse events 
2. Vital signs 
3. Physical examination 
4. Concomitant medications 
5. Laboratory test results 
 Hematology 
 Biochemistry 
 HbA1c (valid for subjects coming from PB-06-002 Study) 
 Protein Electrophoresis (valid for subjects coming from PB-06-002 Study) 
 Urinalysis 
 Anti-taliglucerase alfa antibodies  

6. Echocardiogram 
7. Hypersensitivity reactions: Patients experiencing severe or recurrent hypersensitivity reactions 

are analyzed for IgE antibody formation, Tryptase and complement. 
8. Bone events 

Statistical methods: Descriptive statistics for continuous variables, sample size (n), mean and its 
standard error, standard deviation, median and range are presented; for categorical variables, count and 
percentages are presented.  The time points in the summary tables were counted continuously from 
studies PB-06-005 (12 months) and PB-06-002 (9 months) and denoted by months relative to baseline.  
The end of study for patients from PB-06-002 was a total of 33 months treatment and for patients from 
PB-06-005 was a total of 36 months treatment. 

No inferential statistics was performed for testing the change from baseline and/or for comparing 
between or among treatment groups. 

Summary – Conclusions 

Efficacy Results: Results of this extension study demonstrate that taliglucerase alfa maintains 
effectiveness throughout the dosing period of 36 months in pediatric patients from PB-06-005 study.  
Continued improvement was observed in spleen and liver volumes and in hematological parameters in 
pediatric patients naïve to enzyme replacement therapy with both dose groups. 

Pharmacokinetic Results:  Exposure to taliglucerase alfa, as measured by Cmax, AUC0-t and AUC0-∞, 
was proportional to the dose expressed in units/kg or mg/kg.  Mean and median values for Tmax, ke, and 
t1/2 are similar for the 30 and 60 units/kg treatment groups.  At 30 units/kg, mean t1/2 was 34.8 min (range 
of 12.9 to 56.8 min), and at 60 units/kg, mean t1/2 was 31.5 min (range of 18.0 to 42.9 min).  After 
normalization for body weight, clearance and volume of distribution were similar at 30 and 60 units/kg, 

Page 3

09
01

77
e1

87
2f

38
86

\A
pp

ro
ve

d\
A

pp
ro

ve
d 

O
n:

 0
3-

N
ov

-2
01

5 
13

:2
8 

(G
M

T
)



Clinical Study Report Protalix Ltd. 
Protocol PB-06-006 
 
indicative of linear pharmacokinetics. 

Safety Results: Taliglucerase alfa was well tolerated with long term (33-36 months) administration in 
pediatric Gaucher disease patients either naïve to enzyme replacement therapy or who were switched 
from commercially available imiglucerase. 

Safety analyses in patients with Type 1 Gaucher disease also showed no change regardless of whether 
one patient with Type 3 was included or not in the overall conclusion on long-term safety findings. 

Conclusion: This extension study of two Phase 3 studies evaluated the efficacy and safety of 
taliglucerase alfa as enzyme replacement therapy in pediatric patients with Gaucher disease.  Ten (10) 
pediatric patients continued treatment from Study PB-06-005, a double-blind, randomized study 
comparing two dose levels of taliglucerase alfa, 30 and 60 units/kg, in patients naïve to enzyme 
replacement therapy.  Five (5) patients continued from Study PB-06-002, a switchover study in pediatric 
patients previously treated with the commercially available enzyme replacement therapy, imiglucerase 
(Cerezyme®). 

Data from treatment naïve pediatric patients treated for 12 months in Study PB-06-005 and a total of 36 
months of treatment, including 24 months in the extension study, showed continued improvement for 
both the 30 units/kg and 60 units/kg doses of taliglucerase alfa and demonstrate the tolerability and 
efficacy of taliglucerase alfa.  Pediatric patients switched from ERT to taliglucerase alfa in Study PB-06-
002 for 9 months remained stable after 24 months in the extension study as shown by clinically relevant 
parameters (e.g., organ volume size, hematological parameters, biomarker measurements). 

Overall, these data indicate that taliglucerase alfa was well tolerated and effective during administration 
of up to 36 months. 
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