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Diabetes Is a Global Epidemic & Healthcare Burden

Globally, diabetes is projected to increase 35% by 2040

Global USA

415 million 29 million

642 million 35 million

in 2015

415 M

people living with diabetes

by 2040

642 M

It Is estimated that 12% of global health
expenditure is spent on diabetes

Global USA

$673billion* $320 billion*
$802 billion* $349 billion*

* Based on USD

Adapted from International Diabetes Foundation, IDF Diabetes Atlas, Seventh Edition, 2015 Valelj‘ taS 4



Primary Classifications of Diabetes

Age of onset

Type 1 Diabetes

Often diagnosed in children
and young adults

Type 2 Diabetes

Usually diagnosed in adults

Characteristics

Insulin producing cells are
RSaAaUNRESR o8
Immune system which results
In insulin dependence

Blood glucose levels rise due to
K ck of LLn Broduczgl%w;;lue
Eracell dys anction
2) Insufficient insulin action
(resistant cells)

o

Medication(s)

Insulin essential

Oral(s), and/or noansulin
Injectables and/or insulin

Onset of
symptoms

Acute

Gradual (may be asymptomatic)

% of Diabetes

~5%

90 to 95%

Adapted from "Typd and Type 2 DiabetesIDRFIDRF, n.d. Web. 25 May 2017. <https://jdrf.org.uk/aktype-1-diabetes/understanding/what

isthe-differencebetweentype-1-andtype-2-diabetes/>.
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Failure to Intensify Insulin and Poor Adherence Can

Make the Most Efficacious Diabetes Therapy Ineffective

2011 HealthCore database analysis of 27,897 adult patients with diabetes on insulin*

20%
at Goal

80% Not at Goal

Percent of Patients

T

<7% >7% or <8% Xyi2 2N F diz >9%
Al1CRange

>95% ofPatients in Study were Diagnosedth Type 2 Diabetes

* Insulin: Basal, Basal plus one, Premixed or Multiple Daily Injections.

Grabner et alClinicoEconomics and OutcorResearct2013:5471¢479and CherY et al, Poster presented at the 2012 ACCP Annual Meeting, October Valéi- t as

21¢ 24, 2012, Hollywood, Florida, USA g



Pathophysiology of Diabetes

@ Digestion converts
food intoglucose

Glucose enters the
bloodstream

The pancreas makes
@ little (T2DM) or no
insulin (T1.DM)

Little or no insulin
enters the
bloodstream

Glucose builds up in
the bloodstream

Pancreas

Adapted from "Diabete®ictures: Type 2 Diabetes Symptoms, Diagnosis, and TreatméfgbND Ed. Michael Dansinger. WebMD, 2 Feb. 2016.
Web. 25 May 2017. <http://www.webmd.com/diabetes/ss/slideshtype-2-diabetesoverview>.




A1C as a Measurement of Glycemic Control

A1C Test
[ AnA1C tesis a blood test used
) . Results
to diagnose diabetes and assess
how well someone is managing
their diabetes. Diabetes
¢ The value is reflected as a 6.5% or higher
percentage and reflects average
blood glucose over the past 2 to 3
months and has strong predictive Prediabetes
value for complications. 2.7106.4%
Normal
Below 5.7%

"Hemoglobin Alc (HbAlc) Test for Diabet&ebMD Ed. MichaeDansingerWebMD, 26 Oct. 2016. Web. 25 May 2017. Valéi‘ taS 8
<http://www.webmd.com/diabetes/guide/glycatedhemoglobintest-hbalc>.



Assessment of Glycemic Control in Diabetes

< 7%

Considerations

A reasonablé1C goal for many nen
pregnant adult$

2015 Report Card

Commercial PP(

Medicare PPO

67%
Did not Achieve

Not applicable*

<8%

Appropriatefor some patients including
those with longstanding diabetes in whom
the goal is difficult to achieve despite
diabetes semanagement education,
appropriate glucose monitoring, and
effective doses of multiple glucekmvering
agents including insulih.

53%
Did not Achieve

36%
Did not Achieve

> 9%

Designatedas poor A1C control and places
patientsat high risk focomplications and
comorbidities. Decreasing this risk is an
established priority.

44%
PoorlyControlled

27%
Poorly Controlleg

*Less stringent goals <8% are reserved for this patient population

1. ADA Standards of Care 201Z."Report Cards.Diabetes CareNCQA, 2016. Web. 25 May 2017. <http://www.ncqa.org/refpantds/health
plans/stateof-health-care-quality/2016table-of-contents/diabetescare>. Reported achievement from 2018. Stratton IM et alBMJ.

2000;321:40%412.
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Strong Need and Opportunity forX50®

2015 Report Card
Medicare PPO

Considerations .
Commercial PP(

67%
Did not Achieve

A reasonablé1C goal for many nen

pregnant adult$ Not applicable*

Appropriatefor somepatients including

those with longstanding diabetes in whom

the goal is difficult to achieve despite

< 8% | diabetes sedmanagement education, : 8 : : Sl :
appropriate glucose monitoring, and Did not Achieve Did not Achieve

effective doses of multiple glucodewering

agents including insulirt.

Designatedas poor A1C control and place
patients at high risk forcomplications and 44% 27%

comorbidities. Decreasing this risk is an  =lele]§\V{®fe]glige]I[=To B =loTe]g\VA®elg|170]|[=Te
established priority?

> 9%

*Less stringent goals <8% are reserved for this patient population

1. ADA Standards of Care 201Z."Report Cards.Diabetes CareNCQA, 2016. Web. 25 May 2017. <http://www.ncga.org/refantds/health I
plans/stateof-health-care-quality/2016table-of-contents/diabetescare>. Reported achievement from 2018. Stratton IM et alBMJ. Va]er taS 10
2000;321:40%412. -



Better Glycemic Control Improves and Extends Lives

Significant Adverse Health Effects Influenced by: Poor-Glycemic Cont

Each 1% reduction in meahlC
reducesrisk for

Deaths from Diabetes Heart Attacks
21% 14%
Microvascular Peripheral Vascular
Complications Disease

37% 43%

Stratton IM et alBMJ.2000:321:405412. valeritas s



Most Patients will Eventually Require Insulin Therap

The UKPDS found that more than half of newly diagnosed people with type 2 diabetes
(T2DM) will require insulin initiation within 6 years of starting other antidiabetic therapies.
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Pre-Diabetes Disease Progression over Years

1. Wright A et alDiabetes Car2002; 25: 33§336. 2. Graphic onceptually adapted from Holman RBiabetes Res Clin Pra®88;40(suppl):S2%$25. Valer taS 12



Continuous Delivery of a Basal Rate of Insulin Provide

Improved Insulin Profiles

Cross over study in 21 patients with T2DM comparing equal doses (mean 26 U) of continuous |
subQ infusion (CSII) of rapagting insulin (RAI) to once daily subQ of insulin glargine (1G)

® Injection of IG

@ Continuous infusion of RAI

150

CSII with RAI resulted
In flatter insulin

profile with a lower
variability and
improved glucose
profiles compared
with 1G injection

100

50

Plasma exogenous insulin (pmol/l)
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AUC for plasma exogenous insulin was 72% higher with CSII with RAI vs IG injection (p=0.0
AUC-= area under the curve, subQ.= subcutaneous, T2DM=type 2 diabetes

Adapted from Parknef et al.Diabet Med 2008 May;25(5):5891 Valer taS 1



