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SAMPLE LETTER OF APPEAL:  COVERAGE DENIAL 
 
<Date> 
<Payer Name> 
<Payer Address> 
 

Attn: Appeals Department 
 

Re: <Patient Name> 
 <Policy ID/Group Number> 
 <Date of Service> 
 <Disputed Amount> 
 

To Whom It May Concern: 
 
 

I am writing to request an appeal of the claim denial for <Patient Name> for the administration of VPRIV® (velaglucerase alfa for 
injection) for patients with type 1 Gaucher disease.  <Payer Name> has indicated that the reason for the denial was <list reason(s) 
for coverage denial>.  I disagree with this decision and request that this coverage decision be reversed. 
 

In my clinical judgment, treatment with VPRIV is medically necessary.  <Provide clinical justification for treatment>. 
 

VPRIV was approved by the US Food and Drug Administration on February 26, 2010.  VPRIV is a hydrolytic lysosomal 
glucocerebroside-specific enzyme indicated for the long-term enzyme replacement therapy (ERT) for pediatric and adult patients 
with type 1 Gaucher disease.  VPRIV is designed to replace glucocerebrosidase, the enzyme that is deficient or missing in people 
with Gaucher disease.  This therapy is administered intravenously. 
 

Important Safety Information 
 

The most serious adverse reactions in patients treated with VPRIV were hypersensitivity reactions. Appropriate medical support 
should be available when VPRIV is administered. If a severe reaction occurs, medical standards for emergency treatment are to be 
followed.  
 

Treatment with VPRIV should be used with caution in patients who have exhibited symptoms of hypersensitivity to the active 
ingredient, drug product excipients, or to other enzyme replacement therapies.  
  

Infusion-related reactions were the most commonly observed adverse reactions in patients treated with VPRIV in clinical studies. 
The most commonly observed symptoms of infusion-related reactions were: headache, dizziness, hypotension, hypertension, 
nausea, asthenia/fatigue, and pyrexia. Generally the infusion-related reactions were mild and, in treatment-naïve patients, onset 
occurred mostly during the first 6 months of treatment and tended to occur less frequently with time. 
 

Management of infusion-related reactions should be based on severity of the reaction, such as slowing the infusion rate, treatment 
with medications such as antihistamines, antipyretics and/or corticosteroids, and/or stopping and resuming treatment with increased 
infusion time.  
 

Other commonly observed adverse reactions in ≥10% of ERT-naïve and imiglucerase-switched patients were: headache, dizziness, 
abdominal pain, nausea, back pain, joint pain, upper respiratory tract infection, activated PTT prolonged, infusion-related reactions, 
pyrexia, and asthenia/fatigue.  
 

All adult adverse reactions to VPRIV are considered relevant to pediatric patients (ages 4 to 17 years). Adverse reactions more 
common in pediatric patients (>10% difference) included upper respiratory tract infection, rash, aPTT prolonged, and pyrexia. The 
safety of VPRIV has not been established in pediatric patients younger than 4 years of age. 

 

As with all therapeutic proteins, there is a potential for immunogenicity. In clinical studies, 1 of 54 treatment-naïve patients treated 
with VPRIV (who received a 45 Units/kg dose) developed IgG class antibodies (neutralizing in an in vitro assay). It is unknown if the 
presence of IgG antibodies to VPRIV is associated with a higher risk of infusion reactions. Patients with an immune response to 
other enzyme replacement therapies who are switching to VPRIV should continue to be monitored for antibodies. 
 

I have enclosed additional documentation that supports treatment with VPRIV.  I would appreciate your reconsideration of this 
coverage denial and ask that you consider reversing your decision.  If you have any further questions, please feel free to call me at 
<Physician Telephone #> to discuss.   
 

Thank you in advance for your immediate attention to this request. 
 

Sincerely, 
<Physician Name> 
 
 

Enclosures  
<include denial, patient medical history, full prescribing information, additional supporting documents> 
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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use VPRIV safely and effectively. See full 
prescribing information for VPRIV.  

VPRIV  (velaglucerase alfa for injection) 
Initial U.S. Approval: 2010 

--------------------------------INDICATIONS AND USAGE-------------------------------

VPRIV (velaglucerase alfa for injection) is a hydrolytic lysosomal glucocerebroside-specific enzyme indicated for long-term 
enzyme replacement therapy (ERT) for pediatric and adult patients with type 1 Gaucher disease (1).

----------------------------DOSAGE AND ADMINISTRATION----------------------------

on a stable dose of imiglucerase are recommended to begin treatment with VPRIV at that same dose when they switch 

------------------------DOSAGE FORMS AND STRENGTHS----------------------------

----------------------------------CONTRAINDICATIONS---------------------------------

-----------------------------WARNINGS AND PRECAUTIONS---------------------------

hypersensitivity to the product (5.1).

---------------------------------ADVERSE REACTIONS----------------------------------

To report SUSPECTED ADVERSE REACTIONS, contact Shire Human Genetic Therapies, Inc. at the OnePathSM 
phone # 1-866-888-0660 or MedInfoGlobal@Shire.com, or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch

See Section 17 for PATIENT COUNSELING INFORMATION.

VPRIV™ 
(velaglucerase alfa for injection) 

FULL PRESCRIBING INFORMATION
1  INDICATIONS AND USAGE

VPRIV (velaglucerase alfa for injection) is a hydrolytic lysosomal glucocerebroside-specific enzyme indicated for long-term enzyme 
replacement therapy (ERT) for pediatric and adult patients with type 1 Gaucher disease.

2  DOSAGE AND ADMINISTRATION
2.1 Recommended Dose

Patients currently being treated with imiglucerase for type 1 Gaucher disease may be switched to VPRIV. Patients previously 
treated on a stable dose of imiglucerase are recommended to begin treatment with VPRIV at that same dose when they switch 
from imiglucerase to VPRIV. 

VPRIV should be administered under the supervision of a healthcare professional. 

2.2 Preparation and Administration Instructions 
Use aseptic technique

instructions in Table 1 for reconstitution.

Table 1: Reconstitution Instructions

200 Units/vial 400 Units/vial

 
for reconstitution

Concentration after reconstitution 

Withdrawal volume

 

the compatibility in solution with other products has not been evaluated. The diluted solution should be filtered through an in-line 

3  DOSAGE FORMS AND STRENGTHS

4  CONTRAINDICATIONS

5  WARNINGS AND PRECAUTIONS
5.1 Hypersensitivity Reactions

see Adverse Reactions (6.1)

followed.

5.2 Infusion-related Reactions

Infusion-related reactions were the most commonly observed adverse reactions in patients treated with VPRIV in clinical studies. 

with increased infusion time.

6  ADVERSE REACTIONS
6.1 Clinical Studies Experience

see 
Clinical Studies (14)

see Warnings and Precautions 
(5.1)

cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed in practice.

Table 2:  Adverse Reactions Observed in ≥10% of Patients with Type 1 Gaucher Disease Treated with VPRIV

System Organ Class 
Preferred Term

Naïve to ERT 
N = 54

Switched from imiglucerase 
to VPRIV 
N = 40

Number of Patients (%)

Nervous system disorders

Dizziness

Gastrointestinal disorders

4 (10)

Musculoskeletal and connective tissue disorders

Infections and infestations

Investigations

General disorders and administration  
site conditions

Infusion-related reaction*

Pediatric Patients

Immunogenicity

who are switching to VPRIV should continue to be monitored for antibodies. 

antibodies to VPRIV with the incidence of antibodies to other products may be misleading.

7  DRUG INTERACTIONS

8  USE IN SPECIFIC POPULATIONS
8.1 Pregnancy – Category B

 

studies did not reveal any evidence of impaired fertility or harm to the fetus due to velaglucerase alfa.

8.3 Nursing Mothers

FULL PRESCRIBING INFORMATION: CONTENTS*
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10 OVERDOSAGE
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*Sections or subsections omitted from the full prescribing information are not listed.
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8.4 Pediatric Use

see Adverse Reactions (6.1) and Clinical 
Studies (14)

8.5 Geriatric Use

10  OVERDOSAGE

11  DESCRIPTION

glucocerebroside in Gaucher disease. Velaglucerase alfa catalyzes the hydrolysis of the glycolipid glucocerebroside to glucose 
and ceramide in the lysosome. 

micromole of p-nitrophenyl ß

Table 3: VPRIV Composition Following Reconstitution

Extractable 200 Units/vial Extractable 400 Units/vial

Active Ingredient

velaglucerase alfa

Inactive Ingredients

5.04 mg

0.44 mg

sucrose 100 mg

12  CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

lysosomal enzyme beta-glucocerebrosidase. Glucocerebrosidase catalyzes the conversion of the sphingolipid glucocerebroside 
into glucose and ceramide. The enzymatic deficiency causes an accumulation of glucocerebroside primarily in the lysosomal 

cells in the liver and spleen leads to organomegaly. Presence of Gaucher cells in the bone marrow and spleen lead to clinically 
significant anemia and thrombocytopenia.

12.3 Pharmacokinetics

13  NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

performed with velaglucerase alfa.

14  CLINICAL STUDIES

patients who were not currently receiving Gaucher disease-specific therapy. Study III was conducted in patients who were receiving 

14.1 Studies of VPRIV as Initial Therapy

with Gaucher disease-related anemia and either thrombocytopenia or organomegaly. Patients were not allowed to have had disease-

Gaucher disease. 

Table 4:  Mean Change from Baseline to Month 12 for Clinical Parameters in Patients with Type 1 Gaucher Disease Initiating 
Therapy with VPRIV in Study I

Mean Changes from Baseline ± Std. Err. of the Mean

VPRIV Dose (given every other week)

Clinical Parameter
45 Units/kg 

N = 13
60 Units/kg 

N = 12

 

Platelet count change 

 

Spleen volume change 

* Statistically significant changes from baseline after adjusting for performing multiple tests

by race. 

14.2 Study in Patients Switching from Imiglucerase Treatment to VPRIV

criteria if needed in order to maintain clinical parameters.

15  REFERENCES

16  HOW SUPPLIED/STORAGE AND HANDLING

 

16.1 Storage

Do not freeze.

Protect vial from light. 

17  PATIENT COUNSELING INFORMATION
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