EXENATIDE IN TYPE 2 DIABETES

PILOT IN HERTFORDSHIRE

Background:

Exenatide is a glucagon-like peptide-1 (GLP-1) agonist administered by subcutaneous (SC) injection. It stimulates glucose-dependent insulin secretion/glucagon suppression and delays gastric emptying, thus lowering both fasting and post-prandial glycaemia and improving metabolic control (HBa1c).  The drug has shown non-inferiority to a moderate dose of insulin in reducing HBA1c and weight but, currently, there are no published studies showing any impact on clinical outcomes.

A recent Cochrane Review reported that the evidence showing that higher blood glucose concentrations are associated with a higher risk for developing micro- and macrovascular complications is conflicting as demonstrated by the UKPDS (United Kingdom Prospective Diabetes Study) and University Group Diabetes Program (UGDP)1.  These findings were confirmed in a 2004 health technology assessment2.

Introduction

A business case for the use of exenatide in Type 2 diabetes was put forward by endocrinologists on both sides of the county to Hertfordshire Medicines Management Committee (HMMC).   On the basis of the evaluated published evidence, the treatment is not recommended by the Committee.

Endocrinologists believe that treatment will be cost neutral on the basis that obese patients with HBA1c > 9 would end up on more than 100 units of insulin a day.

Extract from the business case:  “In this context, exenatide therapy is not more expensive than the cost of insulin therapy with an average daily dose of 90 units, which is needed in obese patients with poor control or the cost of an insulin sensitizer (pioglitazone) plus smaller insulin dose (40-60 units daily).”
On the basis of above information, HMMC agreed that endocrinologists should be allowed to pilot the use of exenatide in maximum of 50 patients (25 across each part of the county), under a strict protocol with agreed audit criteria and process to manage the use in these limited number of patients.   Prescribing should not be initiated until such protocol and process has been approved by the PCT.  HMMC has requested an interim evaluation at 6 months and full evaluation at 12 months.

Aim of the pilot:

To demonstrate that the use of exenatide in the cohort of type 2 diabetics given below is cost neutral compared to a similar cohort of patients not treated with exenatide.

Objectives:

1. To optimise diabetes control in those who failed maximum oral therapy with the additional benefit of inducing weight loss or preventing weight gain with improved glycaemic control.

2. To demonstrate that exenatide reduces HBA1c by 1% or more in this cohort.

3. To explore tolerability of exenatide.

4. To compare costs of exenatide against insulin or insulin plus glitazone. 

Method:

1.
Process for operating the pilot
· Only named consultants to initiate treatment.

· Consultants to agree how they will allocate patient numbers at different sites.

· Each patient should be allocated a pilot number.  The patient’s pilot number, with Hospital id and GP practice to be sent to Rasila Shah by email:  Rasila.shah@herts-pcts.nhs.uk
· Proforma to be completed for each patient on exenatide.

· The pilot will be evaluated by lead endocrinologist in each NHS trust and presented to HMMC at 6 months and I year.

2. Inclusion criteria: 

Patients aged between 40 years to 65 years who fit the following criteria

· Obese patients (BMI≥34kg/m2) who failed maximal dose of dual therapy (Metformin+Sulphonylurea, Metformin+Glitazone or Sulphonylurea+Glitazone) 

i. with HbA1c between 8.4 and 10% and 

ii. in whom add-on therapy of a drug in the third category is contraindicated or not tolerated and 

iii. they would otherwise be considered for insulin therapy.

· Obese patients (BMI≥34kg/m2) who failed triple therapy and HBA1c ≥ 8.4% (metformin+sulphonylurea+Glitazone) 

· with HbA1c between 8.4 and 10% who would otherwise need insulin therapy. 

· In these, patients, the addition of Exenatide will necessitate the withdrawal of Glitazone, as the later is not currently licensed with Exenatide 

· Professional drivers where insulin therapy may lead to withdrawal of their license.

3.
Exclusion Criteria
· Patients older than 65 years (trial population); BMI ≤ 34kg/m2; HBA1c ≤ 8.4% (latter 2 are averages in trial population).

· Poorly controlled diabetes with HbA1c ≥ 10 % (unlikely that insulin can be avoided)

· Severe renal impairment (creatinine clearance<30ml/min)

· Diabetic gastropathy with recurrent vomiting

· Gastro-intestinal disease with delayed gastric emptying and/or recurrent vomiting.

· Post myocardial infarction (insulin preferred) unless insulin therapy declined.

· Heart failure, pulmonary hypertension and liver failure (no safety data)

· History of pancreatitis

· Gall stones or heavy alcohol intake (risk of pancreatitis)

4.
Criteria for stopping treatment:

1- Drug intolerance

2- Treatment failure (defined as failure to improve glycaemic control with less than 1% improvement in HbA1c after 6 months of maximum-dose therapy)

3- Patient’s choice

4- Permanent occurrence of any of the exclusion criteria.

5- Need for Insulin therapy

Evaluation  - 6 mths and 1 year
1. Number (%) of patients withdrawing treatment.

2. Number (%) of patients with weight reduction of ≥4kg from baseline value and overall change in weight in comparison with weight change in patients treated with insulin or insulin plus glitazone (same cohort used for cost comparison-see below)

3. Number (%) of patients with HBA1c reduction of ≥ 1% from baseline value.

4. Number (%) of patients with BMI < 30kg/m2.

5. Cost of exenatide compared with randomly selected historic cohort matched by age, BMI, HbA1c, ethnicity, length of diabetes who had been treated with insulin or insulin plus pioglitazone for more than 6 months.
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