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Introduction

Onglyza was granted reimbursement in September 2009. In this reimbursement update document, the focus will
be on:

— Clinical update on Onglyza (saxagliptin) in the period 2009 until today
— Anoverview of three published Cost-Effectiveness Analyses on Onglyza (saxagliptin) compared to other
diabetes treatments.
Publications

In a PubMed search we identified publications based on the following criteria:

Search term: Saxagliptin in title and/or abstract
Limited to: Published in 2009 or later
Number of publications: 124

Clinical update

The 124 publications included were varied in type of publications. Some were clinical trials, while others were
reviews. A selection of the most important publications is included in enclosed list of studies related to

saxagliptin, however the full list is available and can be obtained by_

-Since saxagliptin has been granted marketing authorization in 2009, the SmPC has been updated several
times. A 2.5 mg tablet has been approved for treatment of patients with moderate to severe renal
impairment (ref 5 and 3). The indication has been extended to include treatment in combination with

insulin with or without metformin (ref:17). |

— A systemic assessment of cardiovascular outcomes has been carried out across all eight randomized
trials in the saxagliptin development program. The conclusion was that there is no increased risk of CV
death/Ml/stroke in the saxagliptin group. The review has important limitations, but overall it supports a
potential reduction in CV events with saxagliptin. The hypothesis of CV protection with saxagliptin will
be tested prospectively in a large randomized clinical outcome trial (SAVOR-TIMI) 53 study, evaluating
saxagliptin compared with standard care in T2D patients with an increased risk of CV events. The design
of the trial has been published (ref 2).

— Saxagliptin has been evaluated in the elderly population. This has been done in a retrospective subgroup
analysis of data from five randomized, double-blind, placebo-controlled, multicenter, 24-week, phase Il
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trials. In the five-study pooled population, 279 (16.6%) patients were at least 65 years old; 142 received
saxagliptin 5 mg once-daily and 137 received placebo. Treatment groups were well-balanced for baseline
characteristics within each study. In older patients, the HbA,. adjusted mean change from a baseline of
8.1% was -0.73 £ 0.16% (mean + SEM) with saxagliptin compared with -0.17 £ 0.14% for placebo from a
baseline of 8.0%. Adverse event rates were similar with saxagliptin 5 mg once daily compared with
placebo in older patients. The pooled subgroup analysis of saxagliptin 5 mg once daily monotherapy and
add-on therapy trials demonstrated clinically relevant and significant efficacy for reducing HbA,. in older
(= 65 years) patients. Saxagliptin was well tolerated in older patients with a low incidence of
hypoglycemia and no weight gain (ref 6).

—

— Saxagliptin was also evaluated versus glipizide in a 52 week non- inferiority study. Saxagliptin plus
metformin was well tolerated, provided a sustained HbA;, reduction over 52 weeks, and was non-
inferior to glipizide plus metformin, with reduced body weight and a significantly lower risk of
hypoglycemia (ref 7).

— Ahead to head study versus sitagliptin in combination with metformin was also conducted. Saxagliptin
added to metformin therapy was effective in improving glycaemic control in patients with type 2
diabetes mellitus inadequately controlled by metformin alone; saxagliptin plus metformin was non-
inferior to sitagliptin plus metformin, and was generally well tolerated (ref.8).

— Several reviews have been conducted. (ref 10 and 16).

Included in the study list are also the full publications of studies used for marketing authorization in 2009. (Ref:
15,14, 13, 12)

Safety: Since marketing authorization the SmPC has been updated in section 4.4. A new section on pancreatitis
and hypersensitivity has been added.

Health Economics Analyses

Among the identified publications, there were three Cost-Effectiveness Analyses; one Swedish, one German and
one Polish. All three analyses showed favorable results for Onglyza compared to other diabetes treatments.



Granstrém O, Bergenheim K, McEwan P, Sennfilt K, Henriksson M.
Cost-effectiveness of saxagliptin (Onglyza(®)) in type 2 diabetes in Sweden.

Prim Care Diabetes. 2011 Oct 14. [Epub ahead of print]
Abstract

AIM:

The objective of this study was to investigate the cost-effectiveness of saxagliptin (Onglyza(®)), a DPP-4 inhibitor,
plus metformin compared with a sulphonylurea (SU) (Glipizide) plus metformin in Swedish patients not well
controlled on metformin alone.

METHODS:

Data from a 52-week clinical trial comparing saxagliptin and glipizide in combination with metformin was used in
a simulation model to estimate long term complications in a cohort of type 2 diabetes patients. The model
estimates the incidence of microvascular and macrovascular complications, diabetes-specific mortality, all-cause
mortality, and ultimately, costs and quality-adjusted life years (QALYs) associated with the investigated
treatment strategies. Costs and QALYs were estimated for a lifetime time horizon.

RESULTS:

Compared with SU+metformin, the cost per QALY gained with saxagliptin+tmetformin is approximately SEK
91,000. Patients on saxagliptin+metformin gain 0.10 QALYs on average, at an incremental cost of around SEK
9500. The cost-effectiveness results were robust to various sensitivity analyses.

CONCLUSIONS:

This study demonstrates that, over a patient's lifetime, the addition of saxagliptin to metformin is associated
with improvements in quality-adjusted life years compared with SU in patients with type 2 diabetes. Saxagliptin
treatment is a cost-effective treatment alternative for type 2 diabetes in patients not well-controlled on
metformin alone.

Erhardt W, Bergenheim K, Duprat-Lomon I, McEwan P.
Cost Effectiveness of Saxagliptin and Metformin versus Sulfonylurea and Metformin in the Treatment of Type
2 Diabetes Mellitus in Germany: A Cardiff Diabetes Model Analysis.

Clin Drug Investig. 2012 Jan 31. [Epub ahead of print]

Abstract

Background: The lack of adequate glycaemic control for patients with type 2 diabetes mellitus (T2DM),
especially with existing second-line therapies, represents an unmet medical need. Of the newer therapies, the
incretin-based medicines, such as saxagliptin, look promising to consolidate second-line pharmacotherapy.
Objective: This study evaluates the long-term economic consequences of saxagliptin versus sulfonylurea
(glipizide) as second-line therapy when used in combination with metformin after failure of monotherapy
treatment with metformin, in patients with T2DM in Germany. Methods: A published discrete event simulation
model with a fixed-time increment was used to model the effects of different treatment scenarios over a 40-
year (life-) time horizon. Disease progression was modeled using evidence from the United Kingdom Prospective
Diabetes Study (UKPDS) 68. The treatment sequence matched that of published German guidelines, and efficacy
and safety data were derived from published sources. The model assumes that quality-adjusted life-years
(QALYs) are affected by complications, hypoglycaemic events and weight change over a lifetime. Costs were


http://www.ncbi.nlm.nih.gov/pubmed?term=%22Granstr%C3%B6m%20O%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Bergenheim%20K%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/pubmed?term=%22McEwan%20P%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Sennf%C3%A4lt%20K%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Henriksson%20M%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/pubmed/22001114
http://www.ncbi.nlm.nih.gov/pubmed
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Erhardt%20W%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Bergenheim%20K%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Duprat-Lomon%20I%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/pubmed?term=%22McEwan%20P%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/pubmed/22292415
http://www.ncbi.nlm.nih.gov/pubmed/22292415
http://www.ncbi.nlm.nih.gov/pubmed

specific to the German setting, where sulfonylureas are generic. Costs and effects were discounted annually at
3%. The extended perspective of the national sick funds was adopted, and recommendations from the Institute
for Quality and Efficiency in Health Care (IQWiG) were considered. Results: In the base-case analysis, treatment
with saxagliptin plus metformin was associated with a lower incidence of both symptomatic and severe
hypoglycaemic events, resulting in an incremental benefit of 0.12 QALYs and an incremental cost-effectiveness
ratio (ICER) of &U20AC;13 931 per QALY gained compared with sulfonylurea plus metformin (year of costing
2009). Modest reductions in all macro- and microvascular complications were seen in those receiving saxagliptin
plus metformin compared with sulfonylurea plus metformin. Sensitivity analysis showed that treatment-related
weight changes, as a risk factor for complications, represent the most influential driver of cost effectiveness.
Conclusion: The study demonstrated improved outcomes with saxagliptin at a cost that would likely be
considered acceptable in the German setting. Furthermore, the findings of the sensitivity analysis suggest that
the results are robust to various assumptions concerning input variables and modelling assumptions.

Grzeszczak W, Czupryniak L, Kolasa K, Sciborski C, Lomon ID, McEwan P.
The Cost-Effectiveness of Saxagliptin Versus NPH Insulin When Used in Combination with Other Oral
Antidiabetes Agents in the Treatment of Type 2 Diabetes Mellitus in Poland.

Diabetes Technol Ther. 2012 Jan;14(1):65-73. Epub 2011 Nov 8.

Source
1 Diabetological Unit, Department of Internal Medicine, Diabetology and Nephrology, Medical University of
Silesia, Zabrze, Poland .

Abstract

Abstract Background: This study compared the health and economic benefits of saxagliptin versus insulin as
second-line therapy with either metformin (MET) or sulfonylurea (SU) after failure of the respective
monotherapies for patients with type 2 diabetes in Poland. Methods: The cost-effectiveness was assessed using
a previously published diabetes model. Disease progression, utilities, and effects of changes in glycosylated
hemoglobin (HbAlc), weight, and hypoglycemic events were taken from published studies, and Polish sources
were used where possible. Results: MET + saxagliptin reduced severe hypoglycemic complications and weight
versus MET + insulin, with an incremental benefit of 0.13 quality-adjusted life-years (QALYs) and incremental
cost-effectiveness ratio (ICER) of 27,454 Polish zloty (PLN) (59,966 U.S.) per QALY gained. SU + saxagliptin
showed an incremental benefit of 0.14 QALYs and ICER of 24,663 PLN (58,953 U.S.) per QALY gained versus SU +
insulin, with reduced incidence of symptomatic and severe hypoglycemias. Results were most sensitive to
disutilities associated with weight gain, hypoglycemia, injection fear, HbAlc changes, threshold for switching
treatment, and patients' age. Results were robust to various model assumptions and inputs. Using a willingness-
to-pay threshold of 100,000 PLN ($36,300 U.S.) per QALY gained, the probability that saxagliptin is cost-effective
in these analyses was 74% (MET) and 76% (SU). Conclusions: Saxagliptin in combination with MET or SU is likely
to represent a cost-effective treatment option in Polish patients with type 2 diabetes failing first-line treatment.
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References to Clinical update

1. Pharmacoepidemiol Drug Saf. 2012 Jan;21 Suppl 1:282-90. doi: 10.1002/pds.2337.

A protocol for active surveillance of acute myocardial infarction in association with the use of a new
antidiabetic pharmaceutical agent.

Fireman B, Toh S, Butler MG, Go AS, Joffe HV, Graham DJ, Nelson JC, Daniel GW, Selby JV.

Source
Division of Research, Kaiser Permanente Northern California, Oakland, CA, USA. bruce.fireman@kp.org.

Abstract

PURPOSE:

To describe a protocol for active surveillance of acute myocardial infarction (AMI) in users of a recently
approved oral antidiabetic medication, saxagliptin, and to provide the rationale for decisions made in drafting
the protocol.

METHODS:

A new-user cohort design is planned for evaluating data from at least four Mini-Sentinel data partners from 1
August 2009 (following US Food and Drug Administration's approval of saxagliptin) through mid-2013. New
users of saxagliptin will be compared in separate analyses with new users of sitagliptin, pioglitazone, long-acting
insulins, and second-generation sulfonylureas. Two approaches to controlling for confounding will be evaluated:
matching by exposure propensity score and stratification by AMI risk score. The primary analyses will use Cox
regression models specified in a way that does not require pooling of patient-level data from the data partners.
The Cox models are fit to summarized data on risk sets composed of saxagliptin users and similar comparator
users at the time of an AMI. Secondary analyses will use alternative methods including Poisson regression and
will explore whether further adjustment for covariates available only at some data partners (e.g., blood
pressure) modifies results.

RESULTS:

The results of this study are pending.

CONCLUSIONS:

The proposed protocol describes a design for surveillance to evaluate the safety of a newly marketed agent as
postmarket experience accrues. It uses data from multiple partner organizations without requiring sharing of
patient-level data and compares alternative approaches to controlling for confounding. It is hoped that this
initial active surveillance project of the Mini-Sentinel will provide insights that inform future population-based
surveillance of medical product safety. Copyright © 2012 John Wiley & Sons, Ltd.
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2. Am HeartJ. 2011 Nov;162(5):818-825.e6.

The design and rationale of the saxagliptin_assessment of vascular outcomes recorded in patients with
diabetes mellitus-thrombolysis in myocardial infarction (SAVOR-TIMI) 53 study.

Scirica BM, Bhatt DL, Braunwald E, Steg PG, Davidson J, Hirshberg B, Ohman P, Price DL, Chen R, Udell J, Raz I.

Source

TIMI Study Group, Cardiovascular Division, Brigham and Women's Hospital and Harvard Medical School, Boston,
MA, USA. bscirica@partners.org

Abstract

OBJECTIVES:

Saxagliptin, a dipeptidyl peptidase 4 inhibitor, improves glycemic control in patients with type 2 diabetes
mellitus (T2DM) by increasing endogenous active, intact glucagon-like peptide 1 and glucose-dependent

insulinotropic polypeptide in response to food, which augments insulin secretion and decreases glucagon
release.

RESEARCH DESIGN AND METHODS:

SAVOR-TIMI 53 is a phase 4, randomized, double-blind, placebo-controlled trial conducted in 25 countries that is
designed to evaluate the safety and efficacy of saxagliptin during long-term treatment of approximately 16,500
patients with T2DM. Eligible patients who are either treatment naive or on any background antidiabetic
treatment (except incretin therapy) with history of established cardiovascular (CV) disease or multiple risk
factors are randomized 1:1 to saxagliptin 5 mg QD (2.5 mg in subjects with moderate/severe renal impairment)
or matching placebo, stratified by qualifying disease state. The primary end point is the composite of CV death,
nonfatal myocardial infarction, or nonfatal ischemic stroke. The trial will continue until approximately 1,040
primary end points accrue, providing 85% power to identify a 17% relative reduction of the primary end point
with saxagliptin versus placebo and 98% power to test for noninferiority of saxagliptin versus placebo (reject the
upper limit of 95% Cl for a hazard ratio <1.3 at a 1-sided a of .025).

CONCLUSION:

SAVOR-TIMI 53 is testing the hypothesis that treatment with saxagliptin is safe and reduces CV events in high-
risk patients with T2DM.

3. IntJClin Pract. 2011 Dec;65(12):1230-9. doi: 10.1111/j.1742-1241.2011.02812.x. Epub 2011 Oct 7.

Long-term treatment with the dipeptidyl peptidase-4 inhibitor saxagliptin_in patients with type 2 diabetes
mellitus and renal impairment: a randomised controlled 52-week efficacy and safety study.

Nowicki M, Rychlik I, Haller H, Warren M, Suchower L, Gause-Nilsson |, Schiitzer KM.

Source
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Medical University, to6dz, Poland.
Abstract

OBJECTIVE:

Therapeutic options are limited for diabetes patients with renal disease. This report presents 52-week results
from a study assessing the dipeptidyl peptidase-4 inhibitor saxagliptin in patients with type 2 diabetes mellitus
(T2DM) and renal impairment.

DESIGN:

Double-blind study in patients stratified by baseline renal impairment (moderate, severe or end-stage renal
disease [ESRD] on haemodialysis) randomised to saxagliptin 2.5 mg once daily or placebo added to other
antidiabetic drugs in use at baseline, including insulin.

PATIENTS:

A total of 170 adults with glycated haemoglobin (HbA(1c) ) 7-11% and creatinine clearance < 50 ml/min or ESRD
were randomised and treated.

MEASUREMENTS:

Absolute changes in HbA(1c) and fasting plasma glucose (FPG) from baseline to week 52 were evaluated using
analysis of covariance (ANCOVA) with last observation carried forward. Repeated-measures analyses were also
performed.

RESULTS:

Adjusted mean decrease in HbA(1c) was greater with saxagliptin than placebo (difference, -0.73%, p < 0.001
[ANCOVA]). Reductions in adjusted mean HbA(1c) were numerically greater with saxagliptin than placebo in
patients with renal impairment rated as moderate (-0.94% vs. 0.19% respectively) or severe (-0.81% vs. -0.49%),
but similar to placebo for those with ESRD (-1.13% vs. -0.99%). Reductions in adjusted mean FPG were
numerically greater with saxagliptin in patients with moderate or severe renal impairment. Saxagliptin was
generally well tolerated; similar proportions of patients in the saxagliptin and placebo groups reported
hypoglycaemic events (28% and 29% respectively).

CONCLUSIONS:

Saxagliptin 2.5 mg once daily offers sustained efficacy and good tolerability for patients with T2DM and renal
impairment.

4. Diabetes Obes Metab. 2011 Jun;13(6):567-76. doi: 10.1111/j.1463-1326.2011.01385.x.

Initial combination therapy with saxagliptin.and metformin provides sustained glycaemic control and is well
tolerated for up to 76 weeks.

Pfutzner A, Paz-Pacheco E, Allen E, Frederich R, Chen R; CV181039 Investigators.
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Source

Institute for Clinical Research and Development, Mainz, Germany The Medical City, Pasig City, Philippines
Bristol-Myers Squibb, Princeton, NJ, USA.

Abstract

AlM:

To assess the efficacy and safety of saxagliptin + metformin initial combination therapy compared with
saxagliptin or metformin alone over 76 weeks (24-week short-term + 52-week long-term extension) in
treatment-nalve type 2 diabetes mellitus patients with inadequate glycaemic control.

METHODS:

In this phase 3, parallel-group, double-blind, active-controlled study, 1306 patients 18-77 years of age (HbAlc
8.0-12.0%) were randomized to saxagliptin 5 mg + 500 mg metformin, saxagliptin 10 mg + 500 mg metformin,
saxagliptin 10 mg + placebo or 500 mg metformin + placebo. Blinded metformin was titrated during weeks 1-5
of the short-term treatment period in 500 mg/day increments to 2000 mg/day maximum in the metformin-
based treatment groups. No titration of metformin was permitted during the long-term treatment period. A
total of 888 patients completed the study (76 weeks), 613 without being rescued. Changes in HbAlc, fasting
plasma glucose, 120-min postprandial glucose (PPG) and PPG-area under the curve (AUC) from baseline to week
76 were analysed using a repeated-measures model.

RESULTS:

At 76 weeks, adjusted mean changes from baseline HbAlc (95% Cl) for saxagliptin 5 mg + metformin, saxagliptin
10 mg + metformin, saxagliptin 10 mg and metformin were -2.31 (-2.44, -2.18), -2.33 (-2.46, -2.20), -1.55 (-1.70, -
1.40) and -1.79% (-1.93, -1.65), respectively (post hoc and nominal p < 0.0001 vs. metformin and saxagliptin
monotherapies for saxagliptin 5 mg + metformin and saxagliptin 10 mg + metformin). The proportions of
patients requiring rescue or discontinuation for insufficient glycaemic control were lower for saxagliptin +
metformin than for either monotherapy. Little or no attenuation in PPG-AUC or 120-min PPG was observed
between weeks 24 and 76 for saxagliptin + metformin, indicating persistent efficacy. Adverse event rates were
similar across groups; hypoglycaemic events occurred at a low frequency.

CONCLUSION:
Saxagliptin + metformin initial combination therapy was well tolerated and produced sustained glycaemic

control for up to 76 weeks, with greater improvements in glycaemic parameters compared with either drug
alone.

5. Diabetes Obes Metab. 2011 Jun;13(6):523-32. doi: 10.1111/j.1463-1326.2011.01382..x.

Saxagliptin_improves glycaemic control and is well tolerated in patients with type 2 diabetes mellitus and
renal impairment.

Nowicki M, Rychlik I, Haller H, Warren ML, Suchower L, Gause-Nilsson I; D1680C00007 Investigators.
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Source
Department of Nephrology, Hypertension and Kidney Transplantation, Medical University, tédz, Poland.

Abstract

AlM:

To evaluate the efficacy and safety of saxagliptin vs. placebo in patients with type 2 diabetes mellitus (T2DM)
and renal impairment.

METHODS:

In this multicentre, randomized, parallel-group, double-blind, placebo-controlled study, patients with glycated
haemoglobin (HbAlc) 7-11% and creatinine clearance <50 ml/min were stratified by baseline renal impairment
(moderate, severe or end-stage on haemodialysis), and randomized (1 : 1) to saxagliptin 2.5 mg once daily or
placebo for 12 weeks. Oral antihyperglycaemic drugs and insulin therapy present at enrolment were continued
throughout the study. The absolute change in HbAlc from baseline to week 12 (primary efficacy end-point) was
analysed using an analysis of covariance model with last observation carried forward methodology.

RESULTS:

A total of 170 patients were randomized and treated. The adjusted mean decrease from baseline to week 12 in
HbA1lc was statistically significantly greater in the saxagliptin group than in the placebo group; the difference
between treatments was -0.42% (95% confidence interval: -0.71 to -0.12%, p = 0.007). Adjusted mean HbAlc
decreases from baseline to week 12 were numerically greater with saxagliptin than with placebo in the
subgroups of patients with moderate (-0.64 vs. -0.05%) and severe (-0.95 vs. -0.50%) renal impairment. HbA1lc
reductions were similar between saxagliptin and placebo in the subgroup with end-stage renal disease on
haemodialysis (-0.84 vs. -0.87%). Saxagliptin was generally well tolerated; incidences of adverse events and
hypoglycaemic events were similar to placebo.

CONCLUSIONS:

Saxagliptin 2.5 mg once daily is a well-tolerated treatment option for patients with inadequately controlled
T2DM and renal impairment.

r

6. Curr Med Res Opin. 2011 Apr;27(4):863-9. Epub 2011 Feb 17.

Efficacy and safety of saxagliptin_in older patients with type 2 diabetes mellitus.

Doucet J, Chacra A, Maheux P, Lu J, Harris S, Rosenstock J.

Source
Rouen University Hospital, Rouen, France. Jean.Doucet@chu-rouen.fr
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OBJECTIVE:

To assess the safety and efficacy of saxagliptin (5 mg once-daily) in older patients (265 years of age) with
inadequately controlled type 2 diabetes.

RESEARCH DESIGN AND METHODS:

In this retrospective subgroup analysis, data from five randomized, double-blind, placebo-controlled,
multicenter, 24-week, phase 3 trials were included. The primary studies evaluated saxagliptin 5 mg once-daily
(monotherapy or add-on) in patients aged 18-77 years with HbA(1c) 27.0% (four studies) or 27.5% (add-on to
glyburide study) versus placebo.

MAIN OUTCOME MEASURES:

The primary efficacy endpoint of each study included in this pooled analysis was HbA(1c) change from baseline
to week 24.

RESULTS:

In the five-study pooled population, 279 (16.6%) patients were at least 65 years old; 142 received saxagliptin
5 mg once-daily and 137 received placebo. Treatment groups were well-balanced for baseline characteristics
within each study. In older patients, the HbA(1c) adjusted mean change from a baseline of 8.1% was -
0.73£0.16% (mean + SEM) with saxagliptin compared with -0.17 £ 0.14% for placebo from a baseline of 8.0%.
Adverse event rates were similar with saxagliptin 5 mg once-daily compared with placebo in older patients.

CONCLUSION:

The pooled subgroup analysis of saxagliptin 5 mg once-daily monotherapy and add-on therapy trials
demonstrated clinically relevant and significant efficacy for reducing HbA(1c) in older (265 years) patients.
Saxagliptin was well-tolerated in older patients with a low incidence of hypoglycemia and no weight gain.

7. IntJClin Pract. 2010 Nov;64(12):1619-31. doi: 10.1111/j.1742-1241.2010.02510.x. Epub 2010 Sep 16.

Saxagliptin_is non-inferior to glipizide in patients with type 2 diabetes mellitus inadequately controlled on
metformin alone: a 52-week randomised controlled trial.

Goke B, Gallwitz B, Eriksson J, Hellgvist A, Gause-Nilsson |; D1680C00001 Investigators.

Source
Hospital of the Ludwig Maximilian, University of Munich, Munich, Germany.

Abstract

AlIM:
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To assess the efficacy and safety of saxagliptin vs. glipizide as add-on therapy to metformin in patients with type
2 diabetes mellitus and inadequate glycaemic control on metformin alone.

METHODS AND PATIENTS:

A total of 858 patients [age > 18 years; glycated haemoglobin (HbA(1c) ) > 6.5-10.0%; on stable metformin doses
> 1500 mg/day] were randomised 1 : 1 to saxagliptin 5 mg/day or glipizide up-titrated as needed from 5 to 20
mg/day for 52 weeks. The primary objective was to assess if the change from baseline HbA(1c) achieved with
saxagliptin plus metformin was non-inferior to glipizide plus metformin.

RESULTS:

The per-protocol analysis demonstrated non-inferiority of saxagliptin vs. glipizide; adjusted mean changes from
baseline HbA(1c) were -0.74% vs. -0.80%, respectively; the between-group difference was 0.06% (95% Cl, -0.05%
to 0.16%). Treatment with saxagliptin vs. glipizide was associated with a significantly smaller proportion of
patients with hypoglycaemic events (3.0% vs. 36.3%; p < 0.0001) and a divergent impact on body weight
(adjusted mean change from baseline -1.1 kg with saxagliptin vs. 1.1 kg with glipizide; p < 0.0001). There was a
significantly smaller rise in HbA(1c) (%/week) from week 24 to 52 with saxagliptin vs. glipizide (0.001% vs.
0.004%; p = 0.04) indicating a sustained glycaemic effect beyond week 24. Excluding hypoglycaemic events, the
proportion of patients experiencing adverse events (AEs) was similar (60.0% saxagliptin vs. 56.7% glipizide);
treatment-related AEs were less common with saxagliptin vs. glipizide (9.8% vs. 31.2%), attributable to the
higher frequency of hypoglycaemia in glipizide patients. Discontinuation rates resulting from AEs were similar
(~4%).

CONCLUSION:
Saxagliptin plus metformin was well tolerated, provided a sustained HbA(1c) reduction over 52 weeks, and was
non-inferior to glipizide plus metformin, with reduced body weight and a significantly lower risk of

hypoglycaemia.

8. Diabetes Metab Res Rev. 2010 Oct;26(7):540-9.

Efficacy and safety of saxagliptin_in combination with metformin compared with sitagliptin in combination
with metformin in adult patients with type 2 diabetes mellitus.

Scheen AJ, Charpentier G, Ostgren CJ, Hellgvist A, Gause-Nilsson I.

Source

University of Lieége, Division of Diabetes, Nutrition and Metabolic Disorders and Clinical Pharmacology Unit, CHU
Liege, Liege, Belgium. Andre.Scheen@chu.ulg.ac.be

Abstract

BACKGROUND:

Dipeptidyl peptidase-4 inhibitors improve glycaemic control in patients with type 2 diabetes mellitus when used
as monotherapy or in combination with other anti-diabetic drugs (metformin, sulphonylurea, or
thiazolidinedione). This 18-week, phase 3b, multicentre, double-blind, noninferiority trial compared the efficacy
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and safety of two dipeptidyl peptidase-4 inhibitors, saxagliptin and sitagliptin, in patients whose glycaemia was
inadequately controlled with metformin.

METHODS:

Adult type 2 diabetes mellitus patients (N = 801) with glycated haemoglobin (HbA(1c)) 6.5-10% on stable
metformin doses (1500-3000 mg/day) were randomized 1 : 1 to add-on 5 mg saxagliptin or 100 mg sitagliptin
once daily for 18 weeks. The primary efficacy analysis was a comparison of the change from baseline HbA(1c) at
week 18 in per-protocol patients. Noninferiority was concluded if the upper limit of the two-sided 95%
confidence interval of the HbA(1c) difference between treatments was < 0.3%.

RESULTS:

The adjusted mean changes in HbA(1c) following the addition of saxagliptin or sitagliptin to stable metformin
therapy were - 0.52 and - 0.62%, respectively. The between-group difference was 0.09% (95% confidence
interval, - 0.01 to 0.20%), demonstrating noninferiority. Both treatments were generally well tolerated;
incidence and types of adverse events were comparable between groups. Hypoglycaemic events, mostly mild,
were reported in approximately 3% of patients in each treatment group. Body weight declined by a mean of 0.4
kg in both groups.

CONCLUSIONS:

Saxagliptin added to metformin therapy was effective in improving glycaemic control in patients with type 2
diabetes mellitus inadequately controlled by metformin alone; saxagliptin plus metformin was noninferior to
sitagliptin plus metformin, and was generally well tolerated.

9. Postgrad Med. 2010 May;122(3):16-27.

A systematic assessment of cardiovascular outcomes in the saxagliptin_drug development program for type 2
diabetes.

Frederich R, Alexander JH, Fiedorek FT, Donovan M, Berglind N, Harris S, Chen R, Wolf R, Mahaffey KW.

Source
Bristol-Myers Squibb, Princeton, NJ 08543, USA. bob.frederich@bms.com
Abstract

OBJECTIVE:

The objective was to assess the relative risk (RR) for cardiovascular (CV) events across all 8 randomized phase
2/3 trials evaluating saxagliptin in patients with type 2 diabetes mellitus.

METHODS:
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Cardiovascular events (death, myocardial infarction [MI], stroke, revascularization procedures, and cardiac
ischemia) were reported by investigators through standard adverse event reporting procedures and were
systematically identified. Post hoc blinded adjudication of all deaths, Mls, and strokes was performed using
prespecified endpoint definitions by an independent clinical events committee (CEC).

RESULTS:

A total of 4607 randomized and treated patients (n = 3356 treated with saxagliptin [2.5-100 mg/d]; n = 1251,
comparator [n = 656, placebo; n = 328, metformin; n = 267, uptitrated glyburide]) were included. The median
ages were 54 years (saxagliptin) and 55 years (comparator) (interquartile range, 47-61 each); 51% were female,
73% were white, 52% were hypertensive, 44% had hypercholesterolemia, 39% had a smoking history, 20% had a
first-degree family member with premature coronary heart disease, and 12% had prior CV disease.
Cardiovascular events were experienced by 61 patients (38 [1.1%)], saxagliptin; 23 [1.8%)], comparator), and CV
death/Ml/stroke events were reported by investigators in 41 patients: 23 (0.7%), saxagliptin; 18 (1.4%),
comparator (relative risk, 95% confidence interval [Cl], 0.44 [0.24-0.82]). The CEC reviewed 147 patients with
potential CV events and identified a total of 40 patients with CV death/MI/stroke: 22 (0.7%), saxagliptin; 18
(1.4%), comparator (RR, 0.43 [0.23-0.80]). Component proportions for CV death, Ml, and stroke were
(saxagliptin vs comparator): 7 (0.2%) vs 10 (0.8%), 8 (0.2%) vs 8 (0.6%), and 11 (0.3%) vs 5 (0.4%), respectively.

CONCLUSION:

No increased risk of CV death/Ml/stroke was observed in patients randomly assigned saxagliptin across a broad
drug development program. Although this systematic overview has inherent and important limitations, the data
support a potential reduction in CV events with saxagliptin. The hypothesis of CV protection with saxagliptin will
be tested prospectively in a large randomized clinical outcome trial evaluating saxagliptin compared with
standard of care in patients with type 2 diabetes at increased risk for CV events.

10. Diabetes Metab Syndr Obes. 2010 May 10;3:117-24.

New treatments in the management of type 2 diabetes: a critical appraisal of saxagliptin.

Gallwitz B.

Source

Dept Medicine IV, Tiibingen University, Otfried-Muller-Str, 10, 72076 Tibingen, Germany.
Abstract

Saxagliptin is a novel dipeptidyl peptidase-4 inhibitor (DPP-4 inhibitor) for the treatment of type 2 diabetes, with
a duration profile for once daily dosing. It is highly selective for DPP-4 in comparison to other enzymes of the
dipeptidyl peptidase family. DPP-4 inhibitors elevate plasma concentrations of the incretin hormones glucagon-
like peptide-1 (GLP-1) and gastric inhibitory polypeptide (GIP). This effect results in a glucose-dependent
stimulation of insulin secretion and an inhibition of glucagon secretion without an intrinsic risk for
hypoglycemia. In comparison to sulfonylureas and thiazolidinediones that promote weight gain, DPP-4 inhibitors
are weight neutral. Saxagliptin has been approved by the FDA for the US and by the EMEA for Europe in 2009.
Clinical trials showed a dose-dependent inhibition of DPP-4 by saxagliptin in doses ranging from 2.5 to 100 mg
daily without serious side effects. Type 2 diabetic patients receiving 5 mg to 10 mg saxagliptin once daily had a
significant lowering of HbA(1c) and glycemic parameters along with good tolerability and safety. Saxagliptin has
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demonstrated a good efficacy for glycemic parameters in various patient populations either in monotherapy or
in combination with metformin and other oral antidiabetic drugs as well as a favorable cardiovascular profile.
With its high selectivity for DPP-4 and its clinical and cardiovascular profile, saxagliptin is an attractive novel

-

11. J Clin Endocrinol Metab. 2009 Dec;94(12):4810-9. Epub 2009 Oct 28.

Saxagliptin_added to a thiazolidinedione improves glycemic control in patients with type 2 diabetes and
inadequate control on thiazolidinedione alone.

Hollander P, Li J, Allen E, Chen R; CV181-013 Investigators.

Source

Baylor University Medical Center, Department of Endocrinology, 3600 Gaston Avenue, Wadley 656, Dallas, Texas
75246, USA. priscilh@BaylorHealth.edu

Abstract

CONTEXT: Due to the natural progression of type 2 diabetes (T2D), most patients require combination therapy
to maintain glycemic control.

OBJECTIVE:

Our objective was to evaluate efficacy and safety of saxagliptin plus thiazolidinedione (TZD) in patients with T2D
and inadequate glycemic control on TZD monotherapy.

DESIGN:

The study was a multicenter, randomized, double-blind, placebo (PBO)-controlled phase 3 trial conducted from
March 13, 2006, to October 15, 2007.

SETTING:
Patients were recruited from 172 outpatient centers.

PATIENTS:

Patients with inadequately controlled T2D [glycosylated hemoglobin (HbA(1c)) 7.0-10.5%], 18-77 yr, receiving
stable TZD monotherapy (pioglitazone 30 or 45 mg or rosiglitazone 4 or 8 mg) for at least 12 wk before screening
were eligible.

INTERVENTIONS:

A total of 565 patients were randomized and treated with saxagliptin (2.5 or 5 mg) or PBO, once daily, plus
stable TZD dose for 24 wk.
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MAIN OUTCOME MEASURES:

Primary outcome was change in HbA(1c) from baseline to wk 24. Secondary outcomes were change from
baseline to wk 24 in fasting plasma glucose, proportion of patients achieving HbA(1c) less than 7.0%, and
postprandial glucose area under the curve.

RESULTS:

At 24 wk, saxagliptin (2.5 and 5 mg) plus TZD demonstrated statistically significant adjusted mean decreases vs.
PBO in HbA(1c) [-0.66% (P = 0.0007) and -0.94% (P < 0.0001) vs. -0.30%] and fasting plasma glucose [-0.8
mmol/liter (P = 0.0053) and -1 mmol/liter (P = 0.0005) vs. -0.2 mmol/liter]. Proportion of patients achieving
HbA(1c) less than 7.0% was greater for saxagliptin (2.5 and 5 mg) plus TZD vs. PBO [42.2% (P = 0.001) and 41.8%
(P =0.0013) vs. 25.6%). Postprandial glucose area under the curve was significantly reduced [-436 mmol x
min/liter (saxagliptin 2.5 mg plus TZD) and -514 mmol x min/liter (saxagliptin 5 mg plus TZD) vs. -149 mmol x
min/liter (PBO)]. Saxagliptin was generally well tolerated; adverse event occurrence and reported hypoglycemic
events were similar across all groups.

CONCLUSIONS:

Saxagliptin added to TZD provided statistically significant improvements in key parameters of glycemic control
vs. TZD monotherapy and was generally well tolerated.

12. Curr Med Res Opin. 2009 Oct;25(10):2401-11.

Effect of saxagliptin.monotherapy in treatment-naive patients with type 2 diabetes.

Rosenstock J, Aguilar-Salinas C, Klein E, Nepal S, List J, Chen R; CV181-011 Study Investigators.

Source

Dallas Diabetes and Endocrine Center at Medical City, 7777 Forest Lane, C-685, Dallas, TX 75230, USA.
juliorosenstock@dallasdiabetes.com

Abstract

OBIJECTIVE:

To evaluate the efficacy and safety of once-daily saxagliptin monotherapy in treatment-naive patients with type
2 diabetes (T2D) and inadequate glycemic control.

RESEARCH DESIGN AND METHODS:

This study included a main treatment cohort (MTC) with 401 patients (HbA(1c) > or = 7% and < or =10%)
randomized and treated with oral saxagliptin 2.5, 5, or 10 mg once daily or placebo for 24 weeks and a separate
open-label cohort (OLC) with 66 patients (HbA(1c) > 10% and < or =12%) who received saxagliptin 10 mg once
daily for 24 weeks. Primary endpoint was HbA(1c) change from baseline to week 24. Secondary endpoints
included change from baseline to week 24 in fasting plasma glucose (FPG), proportion of patients achieving
HbA(1c) < 7%, and changes in postprandial glucose area-under-the-curve (PPG-AUC). Efficacy analyses for
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continuous variables were performed using an ANCOVA model with last-observation-carried-forward
methodology.

RESULTS:

In the MTC, saxagliptin demonstrated statistically significant decreases in adjusted mean HbA(1c) changes from
baseline (mean, 7.9%) to week 24 (-0.43%, -0.46%, -0.54%) for saxagliptin 2.5, 5, and 10 mg, respectively, vs.
+0.19% for placebo (all p < 0.0001). Adjusted mean FPG was significantly reduced from baseline (-15, -9, -17
mg/dL) for saxagliptin 2.5, 5, and 10 mg, respectively, vs. +6 mg/dL for placebo (p = 0.0002, p = 0.0074, p <
0.0001, respectively). More saxagliptin-treated patients achieved HbA(1c) < 7% at week 24 (35% [p = NS], 38% [p
=0.0443], 41% [p = 0.0133]) for saxagliptin 2.5, 5, and 10 mg, respectively, than placebo (24%). PPG-AUC was
reduced for saxagliptin 2.5, 5, and 10 mg (-6868, -6896, -8084 mg x min/dL, respectively) vs. placebo (-647 mg x
min/dL) with statistical significance demonstrated for saxagliptin 5 mg (p = 0.0002) and 10 mg (p < 0.0001).
HbA(1c), FPG, and PPG-AUC reductions were also observed in the OLC at 24 weeks. In the MTC, adverse event
frequency was similar across all study arms. No cases of confirmed hypoglycemia (symptoms, with fingerstick
glucose < or =50 mg/dL) were observed in either cohort. Saxagliptin was not associated with weight gain. Study
limitations included the lack of a control group for the OLC and the use of prespecified rescue criteria, which
limited the exposure time during which patients could remain on their originally randomized medication without
the introduction of additional antihyperglycemic rescue treatment.

CONCLUSIONS:

Once-daily saxagliptin monotherapy for 24 weeks was generally well tolerated and demonstrated clinically
meaningful reductions in key parameters of glycemic control vs. placebo.

13. IntJ Clin Pract. 2009 Sep;63(9):1395-406. Epub 2009 Jul 15.

Saxagliptin_added to a submaximal dose of sulphonylurea improves glycaemic control compared with
uptitration of sulphonylurea in patients with type 2 diabetes: a randomised controlled trial.

Chacra AR, Tan GH, Apanovitch A, Ravichandran S, List J, Chen R; CV181-040 Investigators.

Source
Diabetes Center, Federal University of Sdo Paulo, S3o Paulo, Brazil.
Erratum in

e IntJClin Pract. 2010 Jan;64(2):277.

Abstract

AIMS:
Assess the efficacy and safety of saxagliptin added to a submaximal sulphonylurea dose vs. uptitration of
sulphonylurea monotherapy in patients with type 2 diabetes and inadequate glycaemic control with

sulphonylurea monotherapy.
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METHODS AND PATIENTS:

A total of 768 patients (18-77 years; HbA(1c) screening >or= 7.5 to <or= 10.0%) were randomised and treated
with saxagliptin 2.5 or 5 mg in combination with glyburide 7.5 mg vs. glyburide 10 mg for 24 weeks. Blinded
uptitration glyburide was allowed in the glyburide-only arm to a maximum total daily dose of 15 mg. Efficacy
analyses were performed using ANCOVA and last-observation-carried-forward methodology.

RESULTS:

At week 24, 92% of glyburide-only patients were uptitrated to a total glyburide dose of 15 mg/day. Saxagliptin
2.5 and 5 mg provided statistically significant adjusted mean decreases from baseline to week 24 vs. uptitrated
glyburide, respectively, in HbA(1c) (-0.54%, -0.64% vs. +0.08%; both p < 0.0001) and fasting plasma glucose (-7, -
10 vs. +1 mg/dl; p = 0.0218 and p = 0.002). The proportion of patients achieving an HbA(1c) < 7% was greater for
saxagliptin 2.5 and 5 mg vs. uptitrated glyburide (22.4% and 22.8% vs. 9.1%; both p < 0.0001). Postprandial
glucose area under the curve was reduced for saxagliptin 2.5 and 5 mg vs. uptitrated glyburide (-4296 and -5000
vs. +1196 mg.min/dl; both p < 0.0001). Adverse event occurrence was similar across all groups. Reported
hypoglycaemic events were not statistically significantly different for saxagliptin 2.5 (13.3%) and 5 mg (14.6%)
vs. uptitrated glyburide (10.1%).

CONCLUSION:

Saxagliptin added to submaximal glyburide therapy led to statistically significant improvements vs. uptitration of
glyburide alone across key glycaemic parameters and was generally well tolerated.

14. Diabetes Obes Metab. 2009 Jun;11(6):611-22.

Saxagliptin_given in combination with metformin as initial therapy improves glycaemic control in patients with
type 2 diabetes compared with either monotherapy: a randomized controlled trial.

Jadzinsky M, Pflitzner A, Paz-Pacheco E, Xu Z, Allen E, Chen R; CV181-039 Investigators.

Source
Durand Hospital, Buenos Aires, Argentina.

Abstract

AIM:
The study aim was to evaluate the efficacy and safety of initial combination therapy with saxagliptin +

metformin vs. saxagliptin or metformin monotherapy in treatment-naive patients with type 2 diabetes (T2D) and
inadequate glycaemic control.

METHODS:

In this multicentre, randomized, double-blind, active-controlled phase 3 trial, 1306 treatment-naive patients
with T2D >or=18 to <or=77 years, glycosylated haemoglobin (HbA1lc) >or=8 to <or=12%, fasting C-peptide
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concentration >or=1.0 ng/ml, body mass index <or=40 kg/m(2) were randomized to receive saxagliptin 5 mg +
metformin 500 mg, saxagliptin 10 mg + metformin 500 mg, saxagliptin 10 mg + placebo or metformin 500 mg +
placebo for 24 weeks. From weeks 1-5, metformin was uptitrated in 500-mg/day increments to 2000 mg/day
maximum in the saxagliptin 5 mg + metformin, saxagliptin 10 mg + metformin and metformin + placebo
treatment groups. The main outcome measure was HbAlc change from baseline to week 24. Selected secondary
outcomes included change from baseline to week 24 in fasting plasma glucose (FPG), proportion of patients
achieving HbAlc <7% and postprandial glucose area under the curve (PPG-AUC).

RESULTS:

At 24 weeks, saxagliptin 5 mg + metformin and saxagliptin 10 mg + metformin demonstrated statistically
significant adjusted mean decreases vs. saxagliptin 10 mg and metformin monotherapies in HbAlc (-2.5 and -
2.5% vs. -1.7 and -2.0%, all p < 0.0001 vs. monotherapy) and FPG (-60 and -62 mg/dl vs. -31 and -47 mg/dI, both
p < 0.0001 vs. saxagliptin 10 mg; p = 0.0002 saxagliptin 5 mg + metformin vs. metformin; p < 0.0001 saxagliptin
10 mg + metformin vs. metformin). Proportion of patients achieving an HbAlc <7% was 60.3 and 59.7%,
respectively, for saxagliptin 5 mg + metformin and saxagliptin 10 mg + metformin (all p < 0.0001 vs.
monotherapy). PPG-AUC was significantly reduced [-21,080 mg x min/dI (saxagliptin 5 mg + metformin) and -
21,336 mg x min/dl (saxagliptin 10 mg + metformin) vs. -16,054 mg x min/d| (saxagliptin 10 mg) and -15,005 mg
x min/dl (metformin), all p < 0.0001 vs. monotherapy]. Adverse event occurrence was similar across all groups.
Hypoglycaemic events were infrequent.

CONCLUSION:

Saxagliptin + metformin as initial therapy led to statistically significant improvements compared with either
treatment alone across key glycaemic parameters with a tolerability profile similar to the monotherapy
components.

15. Diabetes Care. 2009 Sep;32(9):1649-55. Epub 2009 May 28.

The efficacy and safety of saxagliptin when added to metformin therapy in patients with inadequately
controlled type 2 diabetes with metformin alone.

DeFronzo RA, Hissa MN, Garber AJ, Luiz Gross J, Yuyan Duan R, Ravichandran S, Chen RS; Saxagliptin 014 Study
Group.

Source

University of Texas Health Science Center at San Antonio, San Antonio, Texas, USA. albarado@uthscsa.edu
Abstract

OBIJECTIVE:

This 24-week trial assessed the efficacy and safety of saxagliptin as add-on therapy in patients with type 2
diabetes with inadequate glycemic control with metformin alone.

RESEARCH DESIGN AND METHODS:
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This was a randomized, double-blind, placebo-controlled study of saxagliptin (2.5, 5, or 10 mg once daily) or
placebo plus a stable dose of metformin (1,500-2,500 mg) in 743 patients (A1C > or =7.0 and < or =10.0%).
Efficacy analyses were performed using an ANCOVA model using last observation carried forward methodology
on primary (A1C) and secondary (fasting plasma glucose [FPG] and postprandial glucose [PPG] area under the
curve [AUC]) end points.

RESULTS:

Saxagliptin (2.5, 5, and 10 mg) plus metformin demonstrated statistically significant adjusted mean decreases
from baseline to week 24 versus placebo in A1C (-0.59, -0.69, and -0.58 vs. +0.13%; all P < 0.0001), FPG (-14.31, -
22.03, and -20.50 vs. +1.24 mg/dI; all P < 0.0001), and PPG AUC (-8,891, -9,586, and -8,137 vs. -3,291 mg .
min/dl; all P < 0.0001). More than twice as many patients achieved A1C <7.0% with 2.5, 5, and 10 mg saxagliptin
versus placebo (37, 44, and 44 vs. 17%; all P < 0.0001). beta-Cell function and postprandial C-peptide, insulin,
and glucagon AUCs improved in all saxagliptin treatment groups at week 24. Incidence of hypoglycemic adverse
events and weight reductions were similar to those with placebo.

CONCLUSIONS:
Saxagliptin once daily added to metformin therapy was generally well tolerated and led to statistically significant

improvements in glycemic indexes versus placebo added to metformin in patients with type 2 diabetes
inadequately controlled with metformin alone.

16. Adv Ther. 2009 May;26(5):488-99. Epub 2009 May 14.

Saxagliptin: a new dipeptidyl peptidase-4 inhibitor for the treatment of type 2 diabetes.

Deacon CF, Holst JJ.

Source
Department of Biomedical Sciences, Panum Institute, DK-2200 Copenhagen N, Denmark. deacon@mfi.ku.dk
Abstract

Saxagliptin is a potent and selective reversible inhibitor of dipeptidyl peptidase-4, which is being developed for
the treatment of type 2 diabetes. It is absorbed rapidly after oral administration and has a pharmacokinetic
profile compatible with once daily dosing. Saxagliptin is metabolized in vivo to form an active metabolite, and
both parent drug and metabolite are excreted primarily via the kidneys. Saxagliptin reduces the degradation of
the incretin hormone glucagon-like peptide-1, thereby enhancing its actions, and is associated with improved
beta-cell function and suppression of glucagon secretion. Clinical trials of up to 24 weeks duration have shown
that saxagliptin improves glycemic control in monotherapy and provides additional efficacy when used in
combination with other oral antidiabetic agents (metformin, sulfonylurea, thiazolidinedione). Both fasting and
postprandial glucose concentrations are reduce leading to clinically meaningful reductions in glycated
hemoglobin, and due to the glucose-dependency of its mechanism of action, there is a low risk of hypoglycemia.
Saxagliptin is reported to be well tolerated with a side-effect profile similar to placebo. It has a neutral effect on
body weight and dose adjustment because of age, gender, or hepatic impairment is not necessary. Saxagliptin is
being co-developed by Bristol-Myers-Squibb (New York, NY, USA) and AstraZeneca (Cheshire, UK), and is
currently undergoing regulatory review.
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17. Effect of Saxagliptin as Add-On Therapy in Patients With Poorly Controlled Type 2 Diabetes on Insulin
Alone or Insulin Combined With Metformin

Anthony H. Barnett, Bernard Charbonnel, Mark Donovan, Douglas Fleming,
and Roland Chen for the CV181-057 investigators doi: 10.1185/03007995.2012.665046
Current Medical Research & Opinion. Just accepted.

Abstract

Objective: To evaluate efficacy and safety of saxagliptin as add-on therapy in patients with type 2 diabetes (T2D)
with inadequate glycaemic control on insulin alone or combined with metformin.

Methods: Adults (n=455) with HbAlc 7.5-11% on stable insulin therapy (30-150 U/d metformin) for at least 8
weeks were stratified by metformin use and randomly assigned 2:1 to receive saxagliptin 5 mg or placebo once
daily for 24 weeks. Patients were to maintain stable insulin doses but these could be decreased to reduce risk of
hypoglycaemia. Patients with hyperglycaemia or substantially increased insulin use were rescued with a flexible
insulin regimen and remained in the study. Metformin doses were kept stable. The primary efficacy endpoint
was change in HbAlc from baseline to week 24 (or rescue).

Results: Patients treated with saxagliptin versus placebo had significantly greater reductions in adjusted mean
HbA1c (difference: -0.41%, p <0.0001), postprandial glucose (PPG) 180-minute area-under-the-curve (-
3829.8mgemin/dL, p=0.0011), and 120-minute PPG (-23.0 mg/dL, p=0.0016) at 24 weeks. Treatment with
saxagliptin resulted in similar reductions in HBA1c relative to placebo, irrespective of metformin treatment. At
24 weeks, difference in adjusted mean fasting plasma glucose for saxagliptin versus placebo was -4.02 mg/dL
(p=0.3958); 17.3% and 6.7% of patients in the saxagliptin and placebo groups, respectively, achieved HbAlc <7%.
Mean change from baseline in body weight at week 24 was 0.39 kg for saxagliptin and 0.18 kg for placebo.
Hypoglycaemia was reported in 18.4% and 19.9% of patients in the saxagliptin and placebo groups, respectively
(confirmed hypoglycaemia: 5.3%, 3.3%). Other adverse events reported in at least 5% of patients were urinary
tract infection (saxagliptin, placebo: 5.9%, 6.0%), influenza (3.0%, 6.6%), and pain in extremity (1.6%, 6.0%).
Conclusions: Saxagliptin 5-mg once-daily add-on therapy improves glycaemic control in T2D patients on insulin
alone or combined with metformin and is generally well tolerated.
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ULLA KIRKEGAARD MADSEN

Fra: Medicintilskud

Sendt: 13. februar 2012 10:38

Til: ULLA KIRKEGAARD MADSEN

Cc: ELISABETH THOMSEN - 9306

Emne: VS: Revurdering af tilskudsstatus for antidiabetika
Sent to GoPro Portal: -1

Fra: Kurt Hgjlund [mailto:k.hojlund@dadinet.dk]
Sendt: 12. februar 2012 14:38

Til: Medicintilskud

Cc: Kim Brixen; Niels Jessen

Emne: Revurdering af tilskudsstatus for antidiabetika

Til Leegemiddelstyrelsen
Att Elisabeth Thomsen og Ulla Kirkegaard Madsen

Hermed fremsendes hgringssvar fra Dansk Endokrinologisk Selskab vedrgrende revurdering af
tilskudsstatus for en reekke laeegemiddelgrupper, heriblandt antidiabetika (ATC-gruppe A10).

Farmakoterapi udgar en hjgrnesten i behandlingen af patienter med diabetes, og der findes i dag
et bredt og stadigt voksende sortiment af antidiabetika. Diabetespatienters sygdomsforlgb er
heterogene, og for at opna optimal behandling er det nadvendigt at tilpasse terapivalg til den
enkelte patient.

Der er taget en raekke initiativer for at sikre rationel behandling med antidiabetika i teet samarbejde
mellem det faglige miljg og Sundhedsstyrelsens Diabetesstyregruppe. Der er derfor udarbejdet
retningslinjer for behandling af patienter med type 2 diabetes bade hos primaer- og
sekundaersektoren. P& nationalt plan har Dansk Endokrinologisk Selskab sammen med Dansk
Selskab Almen for Medicin og Institut for Rationel Farmakoterapi udgivet retningslinjer for
behandling af patienter med type 2 diabetes (1), og der findes ligeledes forlgbsplaner for
behandlingen af type 2 diabetes pa regionalt plan (2,3). Disse behandlingsplaner indeholder
detaljerede retningslinjer for brug af antidiabetika, som sikrer patientsikkerhed ved rationel brug af
leegemidler. Resultatet af behandlingen af diabetespatienter monitoreres ved hjeelp af Det
Nationale Indikator Projekt, og det er saledes muligt at falge brugen og effekten af antidiabetika
teet.

Det er derfor Dansk Endokrinologisk Selskabs holdning, at der i dag foreligger de forngdne
vejledninger om rationel anvendelse af antidiabetika. Det er selskabets holdning, at evt. aendringer
I tilskudsordningerne, bar indebaere tilskud til behandlinger, som er i overensstemmelse med de
nye feelles guidelines.

Det vil sikre, at den behandlende lzege har mulighed for - pa et fagligt velfunderet grundlag - at
veelge blandt de relevante lsegemidler.

1 Guidelines for type 2-diabetes, Feellesudgivelse fra Dansk Endokrinologisk Selskab, Dansk
Selskab for Almen Medicin og Institut for Rationel Farmakoterapi (2011):

http://www.endocrinology.dk/index.php/nbvhovedmenu/1-diabetes-mellitus/1-behandling-af-type-
2-diabetes

2 Forlgbsprogram for Type 2 Diabetes, Region Midt:



http://www.rm.dk/sundhed/kronisk+sygdom/forl%C3%B8bsprogrammer/forl%C3%B8bsprogram+f
or+type+2+diabetes

3: Forlgbsprogram for Type 2 Diabetes, Region Hovedstaden:

http://www.regionh.dk/menu/sundhedOghospitaler/Til+fagfolk/Kronisksygdom/Forloebsprogramme
r/Indhold forloebsprogrammer/Diabetes type 2/Diabetes type 2 program.htm

Med venlig hilsen
Kim Brixen og Niels Jessen

Dansk Endokrinologisk Selskab

----- Original Message -----

From: LVS

Sent: Monday, January 16, 2012 12:06 PM

Subject: Revurdering af tilskudsstatus for antidiabetika

Videresendt fra LVS sekretariat til LVS’ medlemsselskabers formaend og sekretariater:

Til videnskabelige selskaber, Sundhedsstyrelsen og IRF

Leegemiddelstyrelsen meddelte den 22. december 2009, at vi ville pabegynde revurdering af tilskudsstatus for en
raekke leegemiddelgrupper, heriblandt antidiabetika (ATC-gruppe A10), jf.
http://laegemiddelstyrelsen.dk/da/topics/statistik,-priser-og-tilskud/tilskud-til-medicin/generelle-

tilskud/revurdering/nyheder/laegemiddelstyrelsen-begynder-revurderin--c-gruppe-n.

Medicintilskudsnaevnet vil inden for et par maneder indlede drgftelser af tilskudsstatus for antidiabetika. Hvis
Medicintilskudsnaevnet indstiller til endring af tilskudsstatus pa omradet, vil naevnets indstilling blive sendt i hgring
hos virksomheder, de relevante videnskabelige selskaber og de relevante patientforeninger, som det fremgar af
vejledningen af 8. juni 2005 om revurderinger af leegemidlers tilskudsstatus. Vi har i dag orienteret om
revurderingen pa vores hjemmeside, her http://Imst.dk/da/topics/statistik,-priser-og-tilskud/tilskud-til-

medicin/generelle-tilskud/revurdering/nyheder/revurdering-af-tilskudsstatus-for-laegem--gruppe-a10.

Eventuelle synspunkter pa eller erfaringer med disse laegemidlers tilskudsstatus, som selskabet mener kan veere af
betydning for Medicintilskudsnaevnets drgftelser, bedes sendt til Leegemiddelstyrelsen, medicintilskud @dkma.dk

att. Elisabeth Thomsen og Ulla Kirkegaard Madsen senest den 15. februar 2012.



Alle bidrag, som vi modtager undervejs i processen eller som led i en eventuel hgring, vil blive offentliggjort pa
vores hjemmeside. De relevante patientforeninger er ogsa orienteret.

| kan laese om revurdering af laegemidlers tilskudsstatus, herunder om baggrund, procedure, kriterier for generelt
tilskud, beslutninger, beslutningsgrundlag, status, information mv. pa
http://www.laegemiddelstyrelsen.dk/1024/visLSArtikel.asp?artikellD=6299. Hvis | gnsker at veere orienteret om

revurdering kan | abonnere pa vores nyhedsbreve og vaelge ”statistk, priser og tilskud”, her
http://laegemiddelstyrelsen.dk/da/service-menu/nyheder/abonner-paa-vores-nyhedsbreve.

Denne e-mail er sendt til:

(Hvis andre end disse selskaber ogsa bgr orienteres, beder vi jer give os besked.)

Dansk Cardiologisk Selskab
Dansk Endokrinologisk Selskab
Dansk Gerontologisk Selskab
Dansk Hypertensionsselskab
Dansk Karkirurgisk Selskab
Dansk Kirurgisk Selskab

Dansk Nefrologisk Selskab
Dansk Ophthalmologisk Selskab
Dansk Ortopaedisk Selskab
Dansk Paediatrisk Selskab

Dansk Selskab for Adipositasforskning
Dansk Selskab for Apopleksi
Dansk Selskab for Geriatri

Dansk selskab for Intern Medicin
Dansk selskab for Sarheling

Dansk Selskab for Trombose og Hemostase



samt

Organisationen af Leegevidenskabelige Selskaber, LVS
Dansk Selskab for Almen Medicin

Dansk Selskab for Klinisk Farmakologi

0g
Institut for Rationel Farmakoterapi

Sundhedsstyrelsen

Med venlig hilsen

Elisabeth Thomsen
Specialkonsulent
Special adviser

T (dir) +45 44 88 93 06

et@dkma.dk

Leegemiddelstyrelsen
Direktionssekretariatet

www.laegemiddelstyrelsen.dk

Danish Medicines Agency

Executive Support

www.dkma.dk
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Axel Heides Gade 1
2300 Kgbenhavn S

15. februar 2012
aw@danskepatienter.dk

Vedrgrende revurdering af tilskudsstatus for bl.a. antidiabetika
Danske Patienter takker for muligheden for at komme med synspunkter til den kommende proces med
revurdering af tilskudsstatus for en raekke leegemiddelgrupper, heriblandt antidiabetika (ATC-gruppe A10).

Danske Patienter stgtter, at man i det danske sundhedsvaesen bruger lzegemidler rationelt. For Danske
Patienter er det dog afggrende, at gnsket om at opna gkonomiske besparelser ikke gar ud over patienterne
i form af ringere behandlingseffekt, flere bivirkninger eller ikke behandlingsindikerede tvungne medicin-
skift, der kan skabe utryghed eller direkte betyde, at patienter frafalder behandlingen.

Derfor har Danske Patienter tre generelle anbefalinger til revurderingsprocesserne for at modvirke risici for
forringet kvalitet for udsatte patienter i forbindelse med medicinskift.

1. Systematisk information fra laege til patient om tilskudsaendringer med tilbud om en samtale.
Proceduren for information til patienter er forskellig fra laege til laege. Saledes vil nogle patienter opleve
at fa informationen af deres laege, nogle af en laege sekretzaer og andre pa apoteket ved afhentning af
medicin. For at sikre de bedste vilkar for kommunikationen mellem laegen og de patienter, der er om-
fattet af en tilskudsomlaegning, anbefaler Danske Patienter, at patienter systematisk tilbydes en samta-
le med deres leege i forbindelse med medicinskift, da kontakten til egen laege for nogle patienter ople-
ves mere vedkommende. Som led i informationen til patienter, vurderer Danske Patienter, at oplysnin-
ger om muligheden for indberetning af bivirkninger er meget vigtig, da man i dag ved, at nogle patien-
ter ved praeparatskifte netop oplever utilsigtede og skadelige bivirkninger. Saledes deler vi ikke Laege-
middelstyrelsens vurdering af, at dette vil skabe ungdig utryghed hos patienter.

2. Atder altid er udarbejdet de relevante og grundig information til lzeger og andet personale om
begrundelserne for andringer i tilskud og laegens alternativer.

Danske Patienter er paraply for patientforeningerne i Danmark. Danske Patienter har 15 medlemsforeninger, der repraesenterer 71
patientforeninger og 810.000 medlemmer: Astma-Allergi Danmark, Colitis Crohn-Foreningen, Danmarks Lungeforening, Dansk
Epilepsiforening, Dansk Fibromyalgi-Forening, Diabetesforeningen, Gigtforeningen, Hjerteforeningen, Kraeftens Bekaempelse,
Landsforeningen af polio-, trafik- og ulykkesskadede (PTU), Landsforeningen mod spiseforstyrrelser og selvskade (LMS),
Nyreforeningen, Parkinsonforeningen, Scleroseforeningen, Sjeeldne Diagnoser.
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Det er Danske Patienters erfaring, at laeger ikke altid fgler sig velinformerede om de faglige rationaler
bag en tilskudsomlaegning. Det kan bl.a. give anledning til uklarhed om de faglige argumenter for en
omlaegning hos laegen, som kan smitte af i leegens kommunikation med patienten om omlaegningen.
Derfor er det vaesentligt, at Laegemiddelstyrelsen sikrer, at informationen er solid og malrettet lseger-
nes behov.

3. Systematisk afdaekning af de relevante patientgruppers oplevelser ved medicinskift

Det er velkendt, at der kan opsta kompliance problemer i forbindelse med medicinskift, som kan fgre til
forringet behandlingseffekt for patienten. Det giver derfor anledning til bekymring, at der ikke som led i
de konkrete revurderingsprocesser indgar en systematisk op fglgende afdaekning af og inddragelse af
konsekvenserne for de forskellige grupper af patienter, som skal over pa nye preaeparater - dels af antal-
let, der stopper deres behandling, dels en afdaekning af graden af belastning hos forskellige grupper i
forbindelse med et medicinskift — som ikke stopper med at tage deres medicin, men belastes pd anden
vis fx i form af utryghed.

Slutteligt er det helt afggrende for at modvirke kvalitetsforringelse af behandling i forbindelse med en til-
skudsomlaegning, at proceduren for ansggning om enkelttilskud til stadighed er enkel og ikke opleves som
barrierer for at sikre patienten den bedst mulige behandling.

Med venlig hilsen

Morten Freil
direktgr



Vedrgrende revurdering af tilskudsstatus for legemidler mod diabetes
(ATC-gruppe A10).

Dansk Paediatrisk Selskab og Dansk Selskab for Bgrne- og Ungdoms Diabetes har erfaret, at
Laegemiddelstyrelsen nu vil pabegynde en revurdering af tilskudsstatus for diabetesrelaterede
leegemidler.Vi har nogle kommentarer til dette.

Der er ca. 3000 bgrn og unge med diabetes i Danmark og stort set alle behandles med insulin. Bgrn
gennemgar en vaekst- og udviklingsfase, hvor insulinbehovet aendres radikalt gennem opvaeksten. Sma bgrn
har behov for meget sma maengder insulin, mens unge i puberteten har behov for meget store
insulindoser. Barnealderen er ogsa karakteriseret ved behov for stor behandlingsfleksibilitet. Bern og unge
er ofte uforudsigelige i deres spise og aktivitetsmgnster, hvilket bl.a. indebzerer, at der er behov for
insulintyper, der har en hurtig og kort virkningsprofil, hvilket i dag bedst opfyldes af moderne
hurtigvirkende insulinanaloger.

De traditionelle NPH baserede insulinpraparationer medfgrer en meget stor variation i insulinvirkningen -
bade inter- og intraindividuelt, hvilket ggr det meget vanskeligt for savel foraldre som den unge at forudse,
hvorledes en given insulininjektion kommer til at virke. Dette har gennem de senere ar medfgrt et radikalt
skift i insulinbehandlingen blandt bgrn og unge., saledes at ca. 60 % af patienterne nu behandles med
insulinpumpe- der benytter hurtigvirkende insulinanaloger - mens de resterende behandles med multiple
daglige insulininjektioner, bestaende af hurtig og langsomtvirkende insulin.

| gjeblikket behandles saledes ca. 95 % af alle bgrn med diabetes med hurtigvirkende insulinanalog og 65 %
af de bgrn, der behandles med multiple insulininjektioner, behandles med langsomtvirkende
insulinanaloger.

Vi mener, at det vil veere til stor skade for vores population, hvis de generelle tilskudsregler for
insulianaloger sndres.

Det vil endvidere vaere en kolossal arbejdsbyrde for de paediatriske ambulatorier, hvis der fremover skal
spges om enkelttilskud til insulintyper, som langt de fleste af vore bgrn og unge allerede i dag benytter.

Vi haber, at Leegemiddelstyrelsen vil tage vore kommentarer med i vurderingen af en eventuel andring i
tilskudsstatus for insulinanaloger.

Med venlig hilsen

Bestyrelsen i DSBD (Dansk Selskab for Bgrne- og Ungdoms Diabetes) og DPS (Dansk Pzdiatrisk Selskab)
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Leegemiddelstyrelsen

Axel Heides Gade 1

2300 Kgbenhavn S

medicintilskud@dkma.dk

Att.: Elisabeth Thomsen & Ulla Kirkegaard Madsen.

Vedr. revurderingen af medicintilskud til antidiabetika (ATC-
gruppe A10)

I Diabetesforeningen anerkender vi den fortlgbende proces med revurde-
ring af tilskudsstatus til medicin saledes, at patienten til enhver tid kan til-
bydes den mest virksomme og omkostningseffektive medicinske behand-
ling. Vi er derfor glade for muligheden for at kunne bidrage med vores
synspunkter i forbindelse med revurderingen af tilskudsstatus for antidia-
betika.

Diabetesforeningen samarbejder blandt andet med producenter af lsege-
midler, men vil gerne understrege, at vi som patientforening udelukkende

repraesenterer patienternes interesser.

Tilskuddets betydning for anvendelsen af medicin

Medicintilskudssystemet har en grundlaeggende betydning for anvendel-
sen af medicin, og dermed har det ogsa en betydning for behandlingskva-
liteten pa diabetesomradet. Diabetesforeningen frygter dog, at revurde-
ringen af diabetespraeparaters tilskudsstatus kan komme til at betyde, at
nogle patienter ikke vil modtage den optimale behandling i henhold til de-
res /ndividuelle behov - derved gges blandt andet risikoen for diabetiske
falgesygdomme. Diabetiske fglgesygdomme kan medfgre gget behov for
intensiveret behandling samt tidlig tilbagetraekning fra arbejdsmarkedet.
Desuden ses der en overdgdelighed i forhold til resten af befolkningen
samtidig med, at /ivskvaliteten for den enkelte ofte bliver kraftigt forrin-
get. Diabetes, som ikke er optimalt behandlet, har séledes store sociale,
samfundsgkonomiske og menneskelige omkostninger.

For at undga at patientens egenbetaling bliver starre, hvis det generelle
tilskud fratages deres medicin, er det eneste alternativ, safremt laegen
vurderer, at de bgr forblive pa medicinen, at der ansgges om enkelttil-
skud. Hver ansggning tager laegen 10-15 minutter at udfylde, og det kan
veere ngdvendigt at sgge tilskud til flere praeparater per patient. Desuden
kan leegen kreeve et honorar for at udfylde ansggningen om enkelttilskud.
Disse omstaendigheder vil kunne begraense brugen af ordningen og sam-
tidig @ge den sociale ulighed i behandlingen, fordi det vil kraeve en aktiv
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indsats fra patientens side samt indsigt i egen sygdom og behandlingsmu-
ligheder. Hvis man gnsker at reducere uligheden i sundhed, som det
fremgar af det nuveerende regeringsgrundlag, er det vigtigt, at revurde-
ringen af tilskuddet til diabetespreeparater ikke bidrager til at gge denne
ulighed.

Det er problematisk, hvis man pa& baggrund af en gkonomisk kalkule ind-
ferer bureaukratiske procedurer, der medferer begreensninger pa leeger-
nes mulighed for at veelge den bedste medicin til den enkelte patient. Di-
abetesforeningen mener, at der bgr veere tillid til de behandlende leegers
ordinationsret. Desuden peger nyere forskning pa, at vejen frem er en /in-
dividualiseret behandling. Bortfalder det generelle tilskud til udvalgte dia-
betespraeparater, vil det betyde, at muligheden for dette behandlingskon-
cept reduceres.

Patienten i centrum

Patienterne som bergres af revurderingen bgr sikres grundig information
om eventuelt medicinskifte. Hvis patienten ikke informeres ordentligt i
forbindelse med medicinskiftet, kan det resultere i manglende compliance
og utryghed. Patienternes oplevelser omkring medicinskift bgr endvidere
inddrages i revurderingsprocessen dvs. som en del af vurderingen mellem
behandlingseffekt, bivirkninger og pris. Samtidig bgr man efterfalgende
evaluere, hvordan en aendring af tilskudsstatus har pavirket patienterne.

Diabetesforeningen anbefaler, at revurderingen af tilskudsstatus ikke ale-
ne bliver et spgrgsmal om behandlingens veerdi i kroner og gre - men og-
sa et spgrgsmal om behandlingens veerdi for patienten. Ligeledes bar re-
vurderingen heller ikke udelukkende veere baseret pa de kliniske outco-
mes (blodsukkerregulering), men have fokus pa feerre bivirkninger, effek-
ten over tid med hensyn til diabetiske senkomplikationer samt fleksibilite-
ten i diabetespatientens hverdag - dvs. patientens livskvalitet.

Diabetesforeningen opfordrer til, at revurderingen af tilskudsstatus for an-
tidiabetika pa ingen made vil komme til at begreense muligheden for, at

den enkelte patient kan behandles optimalt.

Skulle ovennaevnte medfere behov for yderligere draftelse star vi natur-
ligvis til disposition.

Med venlig hilsen

Henrik Nedergaard
Adm. direktgr

D
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Revurdering af tilskud til Antidiabetika (ATC-gruppe A10)

Laegemiddelstyrelsen har den 12. januar 2012 via styrelsens hjemmeside oplyst, at
Medicintilskudsnzevnet inden for et par maneder vil indlede draftelser af tilskudsstatus for
antidiabetika og har i den forbindelse anmodet om senest den 15. februar 2012 at modtage
synspunkter, som kan veere relevante for Medicintilskudsneevnets drgftelser. Det er i denne
sammenhaeng, og som indehaveren af markedsfaringstilladelsen af produkter inden for ATC-
gruppe A10, at Eli Lilly Danmark A/S (Eli Lilly) ensker at bidrage til Naevnets dreftelser.

Eli Lilly anerkender og statter behovet for en ansvarlig og fornuftig ordination af tilgeengelige
lzegemidler. Bade kliniske og skonomiske konsekvenser af en given ordination skal ngje
overvejes. Desuden mener vi, at det er helt afgerende, at det bredest mulige sortiment af
behandlingsmuligheder er tilgeengeligt for den danske befolkning, idet patienter reagerer meget
forskelligt pa forskellige terapeutiske interventioner. Med til denne tilgang harer naturligvis et
ansvar for at evaluere ferste, anden og efterfglgende linjer af behandling i forhold til deres
effektivitet, bivirkninger og pris. Denne evaluering er afggrende for at kunne tage stilling til, om
udskrivningsmenstret inden for et givent omrade er passende.

Diabetes og dets udvikling i Danmark
WHO estimerer, at mere end 346 mio. mennesker globalt har diabetes, og dette antal vil
sandsynligvis stige til det dobbelte i 2030, hvis udviklingen fortsaetter (1).

I Danmark har 300.000 faet diagnosticeret diabetes (2), og det forventes, at dette tal vil stige til
600.000 i 2025 (3). Derudover estimeres det, at ca. 250.000 danskere har udiagnosticeret
diabetes, samt at antallet af danskere med praediabetes er 750.000, hvoraf 30-40 pct. vil udvikle
diabetes inden for 3,5 ar (4).




Endvidere er en stor andel af den danske befolkning overvaegtige og dermed i risikogruppen for
at udvikle preediabetes. 47 pct. af den voksne befolkning er overvaegtige (BMI225), og cirka 13
pct. er sveert overveegtige (BMI230) (5).

Den voksende diabetespopulation understreger behovet for at prioritere moderne behandlinger
og forebygge komplikationer. Derved bliver det muligt at imgdega stigningen i de arlige
samfundsgkonomiske omkostninger forbundet med diabetes. Omkostninger, som falger af
produktionstab, tab af erhvervsevne, invaliditet og for tidlig ded samt direkte udgifter til
behandling af diabetes og afledte komplikationer samt udgifter i plejesektoren.

Nye guidelines understreger behovet for uhindret adgang til bredt udsnit af antidiabetika
I april 2011 publicerede Dansk Selskab for Almen Medicin (DSAM), Dansk Endokrinologisk
Selskab (DES) og Institut for Rationel Farmakoterapi (IRF) sammen 'Guidelines for type-2
diabetes — en feelles behandlingsvejledning med enslydende kliniske behandlingsmal’ (6).

Heraf fremgar det, at "Ud fra et enske om at forebygge bade hjerte-kar-sygdom og
senkomplikationer er en intensiv, polyfarmakologisk behandling af alle risikofaktorerne vigtigt”
og "at metformin dels skal veere 1. valg af leegemiddel ved T2DM, og dels at behandlingen bar
pabegyndes inden for tre maneder, efter en sikker diagnose er stillet”.

Endvidere star der "Modsat metformin som 1. valg er det blevet tiltagende vanskeligt at
argumentere for et sulfonylurinstof som det logiske 2. valg eller som altemativ, hvis metformin
ikke tales. De nye behandlingsprincipper med gunstige virknings- og bivirkningsprofiler (DPP-4-
hzemmere og GLP-1-analoger) ger, at man ud fra den foreliggende evidens ikke entydigt kan
pege pa et logisk 2. og evt. 3. valg af leegemiddel”. Det fremgar ogsa, at "Beslutningen om 2. og
evt. 3. valg af lazagemiddel hviler derfor forelgbig pa en opvejning af de beskrevne faktorer hos
den enkelte patient, den enkelte lseges kompetencer, lazgemidlernes egenskaber,
erfaringsgrundlag og pris”.

Guidelines anerkender dermed behovet for at opretholde uhindret adgang til et bredt alternativ
af 2. og evt. 3 valgs behandlingsmuligheder, samt at type 2-diabetes som sygdom er forbunden
med betydelig co-morbiditet og individuel progression. Derfor bgr behandlingsvalget ogsa
besluttes ud fra en vurdering af den individuelle patients behov, ligesom tilskudsstatus bar
respektere den ligeveerdighed pa 2. og evt. 3. valg, som 'Guidelines for type 2-diabetes’
fastseetter.

Behandlingsmal forudszaetter adgang til moderne ikke-insulinbaserede lzegemidler

Type 2-diabetes er en progressiv kronisk sygdom med en kompleks &etiologi, hvor diagnosen
ofte farst stilles flere ar efter udviklingen af sygdommen. Sygdommen krsever en kontinuerlig og
med tiden @get polyfarmakologisk behandlingsindsats, som en konsekvens af en nedsat
betacellefunktion (7).

Type 2-diabetikere, som ikke opnar eller vedligeholder optimal glykeemisk kontrol, udvikler over
tid mikro- og makrovaskuleere komplikationer i form af blandt andet retinopati, nefropati og




alvorlige hjerte-kar-sygdomme. Forekomsten af disse komplikationer er korreleret med a@gede
blodsukkervzaerdier (8).

Ifalge ovennzevnte guidelines er hjgrmestenen i behandlingen at opna og vedligeholde
glykaemisk kontrol. Endvidere sigtes der mod at reducere kardiovaskuleere risikofaktorer,
reducere kropsvaegten samt minimere tilfeelde af behandlingsinduceret hypoglykaemi (9).

| relation til at opna og vedligeholde en optimal glykaemisk kontrol er hypoglykaemi en kendt
begraensende faktor i den farmakologiske behandling af savel type 1 som type 2-diabetikere. |
relation til type 2-diabetikere blev det i det store UKDPS studie vist, at en stram glykaemisk
kontrol med SU og insulin medfarte en signifikant stigning i antallet af rapporterede
hypoglykaemi (10). Hypoglykeemi er vist associeret med betydelige samfundsgkonomiske
omkostninger i form af direkte omkostninger til behandling af sveer hypoglykaemi og indirekte
omkostninger som eksempelvis tabt arbejdsfortjeneste (11). Endvidere er det pavist, at frygten
for hypoglykeemier kan lede til psykologiske, sociale og emotionelle belastninger for patient og
pargrende (12). Disse faktorer synligger, at farmakoterapi, der kan minimere risikoen for
hypoglykaemi, har et stort potentiale.

| de nye guidelines for behandling af type 2-diabetes har inkretin-baseret farmakoterapi,
herunder DPP-4 heemmere og GLP-1-analoger derfor faet en central placering i behandlings-
algoritmen (9).

Overordnet adskiller inkretin-baseret behandling sig positivt fra aeldre og velkendte behandlinger
sasom sulfonylurinstoffer (SU) og insulin, der begge er kendetegnet ved bivirkninger som
vaegtegning og @get risiko for hypoglykaemi.

Den inkretin-baserede behandling har saledes bade en gunstig effekt pa de forhgjede
blodsukkervaerdier og samtidig ogsa en neutral/gunstig effekt pa kropsvaegten samt lav risiko for
at inducere hypoglykeemi (13). Den glukose-afthaengige insulinproduktion ved inkretin-baseret
behandling bevirker saledes ogsa, at patienternes behov for kontinuerligt at skulle male
blodsukker minimeres. Dette gaelder sa laenge, at patienterne ikke er i kombinationsbehandling
med SU eller insulin (sidstnaevnte er omtalt i de nye guidelines, men er dog behandling udenfor
indikation).

Derudover er der med inkretin-baseret terapi vist reduktion af kardiovaskuleere risikofaktorer
som blodtryk og lipider (14). De hyppigst beskrevne bivirkninger til inkretin-baseret terapi er
gastrointestinale reaktioner sasom kvalme og opkast. Disse reaktioner er dog milde i grad og
forbigaende (15).

Trajenta, som markedsfares af Eli Lilly i samarbejde med Boehringer-Ingelheim Danmark A/S,
tilhgrer klassen af DPP-4 haammere, hvor der i gjeblikket er registreret fire forskellige produkter
pa det danske marked: Trajenta (linagliptin), Januvia (sitagliptin), Galvus (vildagliptin) og
Onglyza (saxagliptin). Pa naer Galvus gives DPP-4 heemmerne en gang dagligt.

Effekten pa den glykeemiske kontrol af de forskellige DPP-4 haemmere er overordnet ens —
svarende til en reduktion af HbA1c pa 0,7- 0,8 pct. (16). DPP-4 haammere udmaerker sig ved at
have en gunstig bivirkningsprofil med lav risiko for hypoglykaemi og fa/ingen gastrointestinale
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bivirkninger. Trajenta adskiller sig fra alle de avrige DPP-4 ha&ammere ved at kunne gives til alle
patienter uden behov for dosisjustering, herunder patienter med nyrepavirkning (17). Dette giver
en stor fordel frem for gvrige DPP-4 haemmere, da nedsat nyrefunktion er en hyppig
langtidskomplikation til type 2-diabetes.

Byetta (Exenatide BID) og Bydureon (Exenatide QW), som begge markedsfares af Eli Lilly,
tilherer klassen af GLP-1-analoger — og savel effekt som sikkerhedsprofil er velbeskrevet i en
lang reekke kliniske studier. Begge leegemidler har generelt tilskud.

Der er dokumentation for, at Byetta, som skal gives to gange dagligt i form af subkutane
injektioner, er et veltolereret og effektivt middel til behandling af hyperglykaemi med saenkning af
HbA1c pa op mod 1 pct. i gennemsnit og signifikant reduktion i de postprandiale
blodsukkermalinger (18). Endvidere er behandling med Byetta associeret med et signifikant og
klinisk relevant veegttab og med minimal risiko for hypoglykeemi. Sidstnaevnte geelder, nar
Byetta kombineres med metformin. Der foreligger tre ars opfgigningsstudier pa Byetta, der i
relation til effekt og bivirkninger bekreefter dets relevans og placering i de nye guidelines til
behandling af type 2-diabetes (19).

Bydureon er det farste og hidtil eneste anti-diabetikum, som kun skal gives en gang ugentligt.
Bydureon, som injiceres subkutant, har i registreringsstudierne vist at reducere HbA1c med op
til 1,9 pct., hvilket medfarte en neesten normalisering af patienternes HbA1c vaerdier fra 8,4 pct.
ved behandlingsstart til 6,5 pct. ved behandlingsopher (20). Endvidere har Bydureon vist at
reducere kropsvaegten med 2-4 kg og det systoliske blodtryk med 3-5 mmHg (18). |
opfelgningsstudier pa to ar har disse effekter vist sig at vaere vedvarende.

Bydureon er i starre kliniske studier blevet sammenlignet med gvrige antidiabetika, herunder
Byetta, Victoza (liraglutid) (dosis 1,8 mg), Januvia (sitagliptin), Actos (pioglitazone) og Lantus
(insulin glargin, langtidsvirkende insulinanalog). Studierne har dokumenteret, at behandling med
Bydureon er associeret med en starre reduktion i HbA1c sammenlignet med Byetta, Januvia,
Actos og Lantus (20, 22, 23).

Endvidere viste studierne, at de gastrointestinale bivirkninger i form af kvalme og opkast var
signifikant feerre ved Bydureon-behandling i sammenligning med behandling med Byetta (20) og
liraglutid (21).

Den abenlyse fordel ved Bydureon er, at man uden at ga pa kompromis med den glykaemiske
kontrol kan minimere det ubehag, som patienten oplever ved at skulle injicere sig op til flere
gange dagligt. Med Bydureon skal patienten kun injicere sig en gang om ugen.

Opsummering af fordele for patienterne ved behandling med GLP-1-analoger

Udover de ovenfor beskrevne kliniske fordele ved GLP-1 behandling, er der nogle abenlyse
praktiske fordele i forhold til patienternes hverdag. Valget af en GLP-1-analog vil oftest vaere
udtryk for en intensivering af en behandling, hvor oral antidiabetika ikke langere slar til i forhold
til behandlingsmalet. For patienterne er det et stort mentalt skridt at skulle starte op i
injektionsbehandling. Alternativet pa dette niveau af sygdommens udvikling vil vaere at sastte




patienten i behandling med insulin. Fordelene for patienternes hverdag ved behandling med en
GLP-1-analog i forhold til insulin er:

Hgjest to daglige injektioner

e Intet behov for blodsukkermalinger ved stik i fingeren flere gange dagligt
e Ingen risiko for hypoglykeemi med mindre der kombineres med SU

¢ Ingen erhvervsbegransninger (chauffgrer, m.fl.)

o Storre fleksibilitet i hverdagen

s Veegttab (hvor insulin giver veegtegning)

Udover ovennzevnte fordele er der specifikt for Bydureon fglgende fordele for patienterne
sammenlignet med Byetta og liraglutid:

e Injektion én gang om ugen, hvilket ma formodes at gge compliance (versus 1-2
gange dagligt)

¢ Ingen starre udsving i HbA1c, hvis en dosis glemmes, da der er en stabil
koncentration af stoffet i blodet efter ca. 6 ugers behandling (steady state) (24)

e Faerre gastrointestinale bivirkninger

¢ Endnu starre fleksibilitet i hverdagen og mindre ubehag og stigma

o En praktisk l@sning til patienter, der ikke er i stand til at injicere sig selv

Sammenholdt med de erkleerede behandlingsmal for diabetesbehandlingen i Danmark
understreger de ovenfor omtalte kliniske savel som praktiske fordele behovet for, at
diabetespatienter ogsa fremover har uhindret adgang til moderne ikke-insulinbaserede
antidiabetika.

Konsekvensen af en eventuel indskraenkning i adgangen gennem en mere restriktiv
tilskudstildeling vil veere, at flere patienter saettes i insulinbehandling tidligere i forhold til den
nuvaerende behandlingspraksis og derved gar glip af de abenlyse fordele, der er forbundet med
moderne ikke-insulinbaserede antidiabetika.

Laegemiddelstyrelsens vurdering af Bydureons tilskudsstatus

| det felgende rettes fokus mod forhold med specifik betydning for revurderingen af tilskud til
Bydureon. Herunder fokuseres saerligt pa prissammenligning mellem Bydureon og den
nuvaerende standard GLP-1-analog-behandling i Danmark. Desuden anferes veesentlige
mangler ved Institut for Rationel Farmakoterapi’s (IRF) preeparatanmeldelse af Bydureon.
Mangler, som tilsiger, at IRF’s anmeldelse ikke tilleegges betydning i forbindelse med
revurderingen af Bydureons tilskudsstatus.

Eli Lilly ans@gte med brev af 12. august 2011 Laegemiddelstyrelsen om generelt tilskud til
Bydureon. Laegemiddelstyrelsen meddelte med brev af 6. oktober 2011 til Eli Lilly, at Bydureon
tildeltes generelt tilskud med virkning fra markedsferingstidspunktet. Af afgerelsen fremgar, at
Laegemiddelstyrelsen "leegger vaegt pa Medicintilskudsnasvnets indstilling af 3. oktober 2011 og
finder med henvisning hertil, at l&zgemidlet opfylder kriterierne for at oppebzere generelt tilskud”.




Af Medicintilskudsneevnets indstilling fremgar, at

“Naevnet begrunder sin indstilling i relation til generelt tilskud med, at leegemidlets pris efter
naevnets vurdering star i rimeligt forhold til dets behandlingsmaessige vaerdi. Dette gaelder, nar
behandling med Bydureon stilles overfor behandling med de aktuelt markedsfarte GLP-1 receptor
agonister, der i dag har generelt tilskud.

Bydureon medfarer en klinisk relevant reduktion af HbA1c, nar det gives i tillaeg til orale
antidiabetika. Der er udfert sammenlignende kliniske studier af Bydureon overfor bade exenatid til
injektion to gange daglig (Byetta) og liraglutid (Victoza).

| forhold til Byetta medfarte Bydureon et starre fald i HbA1c. | forhold til liraglutid, 1,8 mg daglig,
medferte Bydureon et lidt mindre fald i HbA1c¢. Naevnet bemeerker i denne sammenhaeng, at der
er anvendt en hgj dosis af liraglutid, og naevnet har derfor lagt til grund for sin indstilling, at
effekten af Bydureon og Victoza er af samme starrelsesorden i klinisk praksis. Dertil kommer, at
behandlingspriserne for de forskellige GLP-1 receptor agonister er pa nogenlunde samme
niveau.”

Daglig dosis i klinisk praksis afgerende for omkostningen ved GLP-1-behandling

| forleengelse af Eli Lillys ansagning om generelt tilskud til Bydureon og i tilknytning til
Medicintilskudsnaevnets bemaerkninger om prisniveauet for de forskellige GLP-1-analoger, skal
det bemaerkes, at prissammenligningen bar baseres pa det reelle maengdeforbrug (klinisk
praksis) snarere end de officielle listepriser, som de fremgar af medicinpriser.dk.

Apotekets Udsalgs Pris (AUP) for Bydureon er pr 14. februar 2012 kr. 993,45 pr pakke: 4 x 2 mg
(28 dage). Omkostningerne pr dag for en ugentlig Bydureon injektion (2 mg / 7) er saledes
(993,45/4)/7 = 35,48 kr.

Til sammenligning er prisen pa den i dag oftest anvendte GLP-1-analog, liraglutid, ifalge den
officielle listepris (medicinpriser.dk): 33,76 kr pr DDD. Den officielle listepris giver imidlertid ikke
et retvisende billede af den reelle omkostning ved brug af liraglutid.

| gjeblikket findes ikke publicerede data om det reelle forbrug af GLP-1-analoger i Danmark,
men som det fremgik af Eli Lilly’s ansagning om generelt tilskud til Bydureon, har IMS Health
gennemfart markedsundersggelser i bade Storbritannien, Tyskland, og Holland, som entydigt
viser, at den gennemsnitlige daglige dosis af liraglutid er mere end 1,2 mg. De seneste data er
fra Holland, hvor liraglutid blev lanceret i februar 2010 med fuldt tilskud. IMS Health har
analyseret alle liraglutid-recepter i Holland fra februar 2010 frem til maj 2011. Baseret pa disse
data har IMS Health beregnet den gennemsnitlige daglige dosis af liraglutid til 1,46 mg. IMS
Health’s analyser viser desuden, at den gennemsnitlige liraglutid-dosis stiger med antallet af
recepter. Endvidere blev der i november 2011 praesenteret en poster pa ISPOR 14th Annual
European Congress, som viste, at den gennemsnitlige daglige dosis af liraglutid i Storbritannien
er 1,51 mg (25). At liraglutid anvendes i hgjere doser end de anbefalede 1,2 mg, understreges
desuden i Novo Nordisk A/S’ 'Investor presentation, Full year 2011’, hvoraf det fremgar, at mere
end 65 pct. af liraglutid ordinationerne i USA er pa 1,8 mg dagligt (26).




Der er ingen grund til at antage, at der er naevnevaerdig forskel pa udskrivningsmenstret blandt
henholdsvis danske, hollandske og britiske laeger. Falgelig ber en sammenligning af de reelle
omkostninger i klinisk praksis til behandling med henholdsvis liraglutid og Bydureon ikke
baseres pa en daglig dosis liraglutid pa 1,2 mg.

Baseret pa en daglig dosis liraglutid pa 1,46 mg, svarende til hollandske forhold, er
omkostningen pr dag 41,07 kr. i forhold til listeprisen pa 33,76 kr, som angivet pa
www.medicinpriser.dk. Baseret pa klinisk praksis er prisen pa Bydureon derfor 13,6 pct. billigere
end den nuvaerende standardbehandling. | den forbindelse er det vigtigt at understrege, at
Bydureons dosis ligger fast pa 2 mg per uge. Der er ikke mulighed for at opjustere dosis.

| revurderingen af Bydureons tilskudsstatus ber afvejningen af pris derfor tage som
udgangspunkt, at Bydureon er 13,6 pct. billigere end den nuvaerende standard GLP-1-analog
behandling.

Grundiaget for Medicintilskudsnzevnets revurdering

Eli Lilly er bekendt med, at Institut for Rationel Farmakoterapi den 22. november 2011 har
offentliggjort en anmeldelse af Bydureon pa Instituttets hjemmeside (27). | overensstemmelse
med almindelig praksis har IRF forud for anmeldelsen givet Eli Lilly mulighed for at kommentere
et udkast til anmeldelsen. | den forbindelse har Eli Lilly papeget en raekke veesentlige mangler
ved IRF’s anmeldelse. Trods dette har IRF valgt ikke at korrigere for disse mangler i den
publicerede anmeldelse, hvilket Eli Lilly stiller sig uforstaende overfor. Resultatet er, at IRF’s
anmeldelse er skaevvridende og ikke giver et retvisende billede af, hvornar Bydureon er en
relevant behandling.

For det tilfeelde, at Laegemiddelstyrelsen overvejer at lade IRF’s anmeldelse af Bydureon indga i
det materiale, der laegges til grund for Medicintilskudsnaevnets revurdering af tilskud til
antidiabetika, @nsker Eli Lilly derfor i det felgende at fremszette en raekke bemeerkninger til IRF’s
anmeldelse af Bydureon.

Uensartede anmeldelser af GLP-1 analoger

Med udgangspunkt i, at bade effekten og bivirkningsprofilen af Bydureon er gunstig
sammenlignet med de gvrige GLP-1-analoger, ber prisen ved behandling med Bydureon
sammenlignes med prisen for den nuveerende standard GLP-1-analog pa det danske marked,
liraglutid. Som det fremgar ovenfor, har Eli Lilly allerede i ans@gningen om generelt tilskud til
Bydureon pa basis af data fra klinisk praksis pavist, at Bydureon er cirka 13,6 pct. billigere end
denne. Trods dette har IRF i anmeldelsen alene sammenlignet prisen pa Bydureon med Byetta.

Hertil kommer, at anmeldelsen af Bydureon er preeget af vaesentlige mangler, som har stor
betydning, nar den enkelte Iaege skal tage stilling til valget af behandling:

For det farste er et af hovedargumenterne for at udskrive GLP-1-behandling til type 2-
diabetikere, at det i modszetning til andre antidiabetika medferer et vaegttab. Dette er af
essentiel betydning, da type 2-diabetikere oftest er svaert overvaegtige, og derfor vil have gavn
af et veegttab. Det undrer derfor, at den vaegttabsinducerede effekt af Bydureon ikke er
medtaget i IRF’s beslutningsstatte til laegen. Saerligt pafaldende bliver det, nar det kan




konstateres, at den veegttabsinducerende effekt af liraglutid er beskrevet med et helt afsnit i
anmeldelsen heraf fra juli 2009 (29). Det er Eli Lillys opfattelse, at der ikke findes nogle faglige
argumenter for ikke ogsé at fremhaeve den vaegttabsinducerende effekt af Bydureon.

For det andet er en af de gvrige sekundeere gevinster ved GLP-1 behandling, at der ogsa ses
en gunstig effekt pa patienternes blodtryk. Denne ekstra gevinst er velbeskrevet i studier med
savel exenatide to gange dagligt (Byetta) som i studier med liraglutid og saledes ogsa
fremhaevet i IRF's anmeldelsen af liraglutid i afsnittet "Blodtryk". En tilsvarende effekt ses i
samtlige publicerede studier med Bydureon, og det er som i ovennaevnte tilfaelde Eli Lilly’s
opfattelse, at der ikke findes nogle faglige argumenter for ikke ogsa at fremhaeve den
blodtrykssaenkende effekt af Bydureon, helt pa linje med hvad IRF har gjort i anmeldelsen af
liraglutid.

For det tredje har IRF overfor Eli Lilly anfgrt, at det er en svaghed ved Bydureon, at der ikke
foreligger et sammenlignende studie med SU preeparater, ligesom IRF mener, at SU bar indga i
prissammenligninger. Begge dele synes inkonsekvent og irrelevant ud fra den betragtning, at
Bydureon i lighed med Byetta og liraglutid ifglge IRF skal anvendes til patienter, som ikke kan
kontrolleres med livsstilseendringer, metformin og SU. Altsa patienter, hvor SU har svigtet som
behandlingsalternativ.

Dansk professor og NICE uenig i IRF’s konklusion

IRF konkluderer i anmeldelsen, at Bydureon "kun er et relevant behandlingsalternativ hos
bestemte patienter baseret pa en individuel vurdering”. Til sammenligning har IRF i
anmeldelserne af Byetta (28) og liraglutid (Victoza) konkluderet, at disse preeparater "kan
overvejes til patienter med type 2-diabetes, hvis blodsukker ikke kan kontrolleres pa en
kombination af sund livsstil, metformin og SU” - for Byetta endvidere med den tilfgjelse, at
patienterne er "positivt indstillede over for injektionsbehandling.” Denne tilfgjelse synes at veere
begrundet i, at Byetta kraever to injektioner dagligt sammenlignet med én injektion dagligt for
liraglutid. En lignende overvejelse om patienternes “indstilling over for injektionsbehandling” er
dog ikke medtaget i anmeldelsen af Bydureon, til trods for, at denne behandling reducerer
behovet for injektioner yderligere fra én gang dagligt til én gang ugentligt.

Formalet med anmeldelsen af Bydureon er ifalge IRF at "bidrage med yderligere velbegrundet
beslutningsstette til laegen, der har besluttet at anvende exenatid i behandlingen af type 2-
diabetes patienter.” Dette er en fundamentalt forkert praemis, fordi Bydureon er til patienter, hvor
lzegen har besluttet at anbefale en GLP-1-analog i behandlingen af deres type 2-diabetes
patienter — og altsa ikke alene exenatid. At marginalisere brugen af Bydureon til kun at veere et
relevant behandlingsalternativ hos bestemte patienter, hvor lasegen har besluttet at anvende
exenatid i behandlingen, er ikke fagligt begrundet og burde vaere undgaet, safremt IRF gnsker
at bidrage med velbegrundet beslutningsstgtte til lzegen.

Eli Lilly har forelagt anmeldelsen for Jergen Rungby, professor i klinisk farmakologi ved Aarhus
Universitetshospital. Han har falgende kommentar til IRF's anmeldelse af Bydureon
sammenholdt med to evrige GLP-1-analoger:




"Der er en ikke-fagligt begrundet diskrepans mellem konklusionerne i anmeldelserne af Victoza,
Byetta og nu Bydureon: For Byetta og Victozas vedkommende formuleres, at stofferne kan vasre
et alternativ ved manglende effekt af livsstil, SU og met hos overvaegtige. Som vi kender
litteraturen nu, gaelder samme forhold for Bydureon.”

Eli Lilly har forelagt professor Rungbys synspunkt for en reekke diabetologer, som bakker op om
kritikken. Det er saledes en central misforstaelse udelukkende at fokusere pa forskellen mellem
Bydureon og Byetta. Eli Lilly har derfor papeget over for IRF, at anmeldelsen hviler pa et forkert
grundlag, hvilket i sagens natur farer til fejlagtige og misvisende konklusioner i forhold til,
hvornar Bydureon bar overvejes som behandlingstilbud.

Ogsa set i lyset af anmeldelsen fra det internationalt anerkendte National Institute for Health
and Clinical Excellence (NICE) i Storbritannien er IRF’s anmeldelse bemzerkelsesvaerdig.
Saledes har NICE i et endeligt udkast til vejledning, som blev offentliggjort fredag den 13.
januar, bekraeftet instituttets oprindelige anbefaling af Bydureon, hvori exenatid once weekly
anbefales pa lige fod med liraglutid (30). En endelig vejledning forventes at blive offentliggjort i
februar 2012.

Mangelfuld og skavvridende anmeldelse fra IRF bor ikke pavirke revurdering af tilskud
Ifelge IRF’s 'Handlingsplan 2011’ anmelder IRF "alle nye laegemidler af interesse for isaer almen
praksis. [...] Formalet er at foretage en uafhaengig vurdering af det nye lssgemiddels plads i
behandlingshierarkiet med henblik pa at na ud til de ordinerende leeger hurtigt efter introduktion
pa markedet.”

En forudseetning for, at IRF kan lgfte denne opgave troveerdigt, er, at kriterierne for IRF's
anmeldelser er ens for praeparater tilherende samme gruppe. Eli Lilly har pavist, at der er en
ikke fagligt begrundet diskrepans mellem anmeldelserne af Byetta, Bydureon og liraglutid. Til
trods for dette har IRF ikke gnsket at aendre pa konklusionen i anmeldelsen af Bydureon.

Konsekvensen af, at IRF alene vurderer Bydureon i forhold til Byetta, og derfor nar frem til
forskellig ordlyd i konklusionen pa anmeldelserne af hhv. Bydureon, Byetta og liraglutid, er, at
feerre patienter vil fa gavn af en innovativ behandling. En behandling, som i klinisk praksis er
fuldt pa hejde med eksisterende behandling inden for samme kategori, som prismaessigt er pa
samme eller lavere niveau og som desuden kun skal administreres én gang ugentligt i stedet for
en eller to gange dagligt, hvilket indebzerer fordele for patienterne.

Resultatet af de paviste mangler ved IRF’s anmeldelse er, at anmeldelsen ikke giver et
retvisende billede pa, hvornar Bydureon er et relevant behandlingsalternativ. Eli Lilly skal derfor
opfordre til, at ovenstaende mangler ikke ogsa ferer til, at Medicintilskudsnsevnet indstiller, at
Bydureon tildeles en anden tilskudsstatus end de gvrige GLP-1-analoger, men tvaertimod
anbefaler, at Bydureon opretholder dets nuvaerende generelle tilskud.

Sammenfatning

Udviklingen i antallet af diabetespatienter bade globalt og i Danmark tegner billedet af en
diabetes-epidemi. Foruden de helbredsmaessige konsekvenser for patienterne, er
omkostningerne for samfundet betydelige, blandt andet pa grund af falgesygdomme, tabt
arbejdsfortjeneste, tidlig ded samt direkte udgifter til behandling og pleje.
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Den voksende diabetespopulation understreger behovet for at prioritere moderne behandlinger
og forebygge komplikationer. Dette er afspejlet i de nye *Guidelines for type 2-diabetes’ fra april
2011, som fremhaever, at en intensiv, polyfarmakologisk behandling af alle risikofaktorer er
vigtig. Samtidig understreges, at de nye behandlingsprincipper med gunstige virknings- og
bivirkningsprofiler (DPP-4-haammere og GLP-1-analoger) ger, at man ud fra den foreliggende
evidens ikke entydigt kan pege pa et logisk 2. og evt. 3. valg af laegemiddel.

De nye guidelines anerkender saledes behovet for at opretholde uhindret adgang til et bredt
alternativ af 2. og evt. 3 valgs behandlingsmuligheder, herunder til moderne ikke-
insulinbaserede laegemidler, for dermed at na fastsatte behandlingsmal. En vurdering af
tilskudsstatus til antidiabetika bar derfor respektere den ligeveerdighed pa 2. og evt. 3. valg, som
'Guidelines for type 2-diabetes’ fastsaetter.

| det foregaende er beskrevet en reekke fordele ved behandling med inkretin-baseret
farmakoterapi, herunder DPP4-hzemmere og GLP-1-analoger. For sa vidt angar GLP-1-
analoger er foruden kliniske fordele fremheevet nogle abenlyse praktiske fordele i forhold til
patienternes hverdag. | forleengelse heraf er papeget specifikke fordele ved Bydureon
sammenlignet med Byetta og liraglutid. Endelig er det baseret pa klinisk praksis pavist, at prisen
pa Bydureon er 13,6 pct. billigere end den nuvaerende standardbehandling.

Ifelge retningslinjerne for vurdering og sammenligning af laegemidler skal Laegemiddelstyrelsen
ved revurdering af tilskudsstatus se pa, om lsegemidlets pris star i et rimeligt forhold til dets
behandlingsmaessige veerdi’ i forhold til anden behandling”. Eli Lilly finder pa baggrund af
ovenstaende, at Bydureon fuldt ud lever op til denne malestok, og at Bydureon derfor fortsat bar
tildeles generelt tilskud.

Konsekvensen af en eventuel indskraenkning i adgangen gennem en mere restriktiv
tilskudstildeling vil vaere, at flere patienter saettes i insulinbehandling tidligere i forhold til den
nuvaerende behandlingspraksis og derved gar glip af de abenlyse fordele, der er forbundet med
moderne ikke-insulinbaserede antidiabetika.

Venlig hilsen

Eli Lilly Danmark A/S

o B M%//

Hans Lynggaard Jgrgensen Tor Even Nergard
Corporate Affairs Manager Director Eli Lilly Diabetes - Scandinavia
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JDRFs synspunkt vedr. revurdering af tilskudsstatus for laegemidler mod diabetes
14. februar 2012

Type 1 diabetes er en autoimmun sygdom hvor kroppens eget immunforsvar fejlagtigt angriber og udsletter
sine egne insulinproducerende celler. Sygdommen kan ikke helbredes eller forebygges, og rammer ofte i de
unge ar. Far man ikke tilfgrt insulin kunstigt, vil man dg.

At leve med type 1 diabetes kraever opmaerksomhed dggnet rundt i en konstant og vanskelig afbalancering
af kostindtag, aktivitet og insulininjektion for at holde blodsukkerniveauet inden for normalgraenserne.
Bliver blodsukkeret for lavt risikerer patienten insulinchok og koma, og ligger det for hgjt gges risikoen for
invaliderende fglgesygdomme. At det, med de nuvaerende behandlingsmetoder, er en umulig udfordring at
fuldfgre, hvad enten man har type 1 eller type 2 diabetes, er sundhedsektorens daglige omkostninger pa 80
mio. kr.! til behandling af diabetes og fglgesygdommene et trist vidnesbyrd om.

Den medicinske behandling af sygdommen foregar ved mange daglige malinger af blodsukkeret vha.
teststrimler der analyseres i et maleapparat, kombineret med flere daglige insulininjektioner med en
insulinsprgjte (pen). Til trods for at maleapparater og insulinpenne er blevet forbedret Igbende, lider
strimmel/penterapien af det indbyggede problem, at selv ved mange hyppige daglige malinger og injektioner,
f.eks. 8 eller flere, afspejler den heraf fglgende blodsukkerregulering kun meget groft kroppens naturlige
regulering, som foregar non-stop og konstant dggnet rundt hos raske mennesker.

Blandt de begraensende faktorer er insulinets aktionstid, der for de nyeste insulinanaloger ligger pa ca. 30
minutter og vaesentlig leengere for de aeldre humane insulintyper. Problematikken ved den sene reaktionstid
kan f.eks. illustreres ved maltidsdosering af hurtigvirkende insulin: Her er patienten ngdt til at skgnne

sit forventede kulhydratindtag ca. 30 min fgr maltidet og sa dosere insulin pa dette tidspunkt. Afviger
kulhydratindtaget, f.eks. fordi man fik lyst til et stykke brgd mere til maltidet, matcher insulinets virkningsprofil
ikke med blodsukkerstigningen og man oplever hyperglykaemi. Man kan naturligvis efterregulere, men pga.
aktionstiden undgaes et peak udslag i blodsukkeret ikke.

Den omvendete situation ggr sig geeldende hvis patienten har for meget insulin aktivt, f.eks. ved udgvelse
af fysisk aktivitet der ikke var planlagt ved insulindoseringen, hvorved man risikerer hypoglykaemi.
Denne situation er akut kritisk, da det kan fgre til insulinchok. Derfor vil mange patienter der benytter
de ldre humane insulintyper bevidst forsgge at regulere blodsukkeret pa den hgje side, for at have en
sikkerhedsmargin overfor hypoglykaemi.

Brug af insulinanaloger ggr det saledes muligt at opna bedre blodsukkerkontrol, reduceret risiko for
hypoglykeemi og endelig en forbedring i livskvaliteten, gennem langt stgrre frihed omkring spisning og
aktivitetsudgvelse. Dette ses dokumenteret i studier der viser forbedret blodsukkerkontrol udtrykt ved et fald i
HbA1lc fra 8,11% til 7,88%2 og dokumenterer reduceret risiko for hypoglykaemi og hgjere livskvalitet3.
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Jo kortere insulinets aktionstid er, jo mere minimeres denne problematik, szrlig i forbindelse med nye
behandlingsmetoder som f.eks. insulinpumpeterapi. Der forskes derfor intensivt i at udvikle nye insuliner
med kortere aktionstid (ultra fast-acting insulins), og det er af afggrende betydning i nutidens og fremtidens
behandling, at de nyeste insulinanaloger fortsat vil veere umiddelbart tilgeengelige for patienter med type 1
diabetes.

Med venlig hilsen

Finn Kristensen
Sekretariatschef, JDRF - Fonden for diabetesforskning

Kilder
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ZInsulin analogues (insulin detemir and insulin aspart) versus traditional human insulins (NPH insulin and
regular human insulin) in basal-bolus therapy for patients with Type 1 diabetes, 2004

3The pharmacokinetics and pharmacodynamics of rapid-acting insulin analogues and their clinical
consequences,2012
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