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On behalf of Takeda Pharmaceutical U.S.A. (formerly Shire), we would like to provide additional evidence-
based scientific data for VPRIV (velaglucerase alfa) to the P&T committee for consideration as a first-line 
enzyme replacement therapy (ERT) for Gaucher disease type 1 (GD1) patients.  Please refer to the VPRIV 
US prescribing information label for full safety and indication information.  Below are additional evidence-
based scientific data we would like to highlight for VPRIV (velaglucerase alfa): 
 

 Human Fibroblast Cell Line Based Derivative Resembling Glucocerebrosidase 
- Velaglucerase alfa is the only ERT derived by gene activation technology in a human (fibroblast) 

cell line, therefore, it has exactly the same amino acid sequence as that of naturally occurring 
glucocerebrosidase1–5 

- It contains predominantly high-mannose-type glycans, which facilitates target cell uptake via 
mannose receptors, resulting in greater in vitro internalization relative to imiglucerase3,4 

 

 Low Anti-Drug Immunogenicity in GD1 Patients on ERT 
- Velaglucerase alfa has a low immunogenicity potential, as demonstrated across clinical studies1-

6.  
- One in 54 (2%) enzyme treatment-naïve patients in clinical studies treated with velaglucerase 

alfa developed anti-drug IgG-class antibodies5. 
- Seroconversion observed in 1% of all patients (n=82) from multiple Phase III clinical trials7. 
- Development of anti-drug antibodies to velaglucerase alfa showed a very low incidence of 2%8 

relative to the incidence of 15% anti-drug antibodies reported for imiglucerase in treatment-naïve 
patients9, relative to 53% for taliglucerase alfa in treatment-naïve patients, and 14% in patients 
who switched from imiglucerase to taliglucerase alfa10. 
 

 Clinical Biomarkers Improvement 
- Plasma chitotriosidase and plasma CCL18 declined in ERT patients switched to velaglucerase alfa 

at 12 months with mean percentage changes of -28.1% and -16.4%, respectively11. 
- 52% reduction in lyso-Gb1 levels at Week 161 in ERT patients switched to velaglucerase alfa12. 

 

 Hematologic Improvements 
- Significant increases in the blood hemoglobin level (primary endpoint) and in platelet count with 

decreases in spleen volume and liver volume11,13.. 
- Sustained clinical stability in hematological parameters over 5 years of treatment14. 

 

 Bone Improvements in BMD and BMB 
- Improvements in mean lumbar spine and femoral neck bone mineral density (BMD) from 

baseline to Month 24 and Month 33, respectively15. 
- Reduced lumbar spine bone marrow burden (BMB) by at least 2 points, from baseline to Month 

57, as exploratory endpoints in a Phase I/II study15. 
- BMB maintained improvement over approximately 7 years (duration of 9-month controlled trial 

(n=12) and subsequent extension study [n=10] 15. BMD maintained improvement over 24 to 69 
months (n=10).15 

- 87% of Treatment-naïve patients (≥ 18 years of age) showed improvements in bone mineral 
density, lumbar spine bone mineral density after 4 years of treatment.15 



 Long-Term Post-Marketing Clinical Experience – Gaucher Outcomes Survey (GOS) Registry 
- The Gaucher Outcome Survey (GOS) is an international registry for patients with confirmed GD 

regardless of type or treatment status. It collects data during patients’ routine care, and provides 
an opportunity for long-term analysis of patients receiving velaglucerase alfa16. The objectives of 
the registry include to evaluate the safety and long-term effectiveness of velaglucerase alfa. 
 

 Treatment Considerations 
- Currently, ERTs such as VPRIV, imiglucerase, and taliglucerase alfa are recommended as first-line 

therapy for type 1 Gaucher disease. Substrate reduction therapy (SRT), such as miglustat, is 
limited to use only in adults with mild to moderate type 1 Gaucher disease for whom ERT is not 
an option due to constraints such as allergy, hypersensitivity, or poor venous access5,10,17,18. 

 

 Dosage and administration 
- VPRIV administered under the supervision of an HCP comprises a 60-minute intravenous infusion 

for enzyme therapy-naïve patients 4 years and older: 60 Units/kg administered every other week 
(EOW). Patients currently being treated with imiglucerase for type 1 Gaucher disease can be 
switched to VPRIV. Patients previously treated on a stable dose of imiglucerase are recommended 
to begin treatment with VPRIV at that same dose upon switch from imiglucerase to VPRIV two 
weeks after last imiglucerase dose. Dosage adjustments can be based on achievement and 
maintenance of each patient’s therapeutic goals5. 
 

 VPRIV Clinical Benefits 
- The VPRIV clinical development program included 5 Phase II/III clinical trials that evaluated the 

efficacy and safety of velaglucerase alfa and exposed 94 patients with type 1 Gaucher disease 
(intent-to-treat [ITT] population) to doses ranging from 15 Units/kg to 60 Units/kg every other 
week (EOW)2,5,11,13,19. Diverse patient populations with type 1 Gaucher disease were studied in the 
VPRIV clinical trials. These included adult and pediatric patients (4 years of age and older), 
splenectomized and nonsplenectomized patients, patients with different ethnicities and 
genotypes and treatment-naïve and patients switched from imiglucerase. 
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