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ADA treatment guidelines 2017

Healthy eating, weight _control, increa_sed physical activity\,&
and diabetes education xO¥©
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ADA, American Diabetes Association; DPP-4i, dipeptidyl peptidase-4 inhibitor; GLP-1 RA, glucagon-like peptide-1
receptor agonist; SGLTZ2i, sodium glucose co-transporter-2 inhibitor; SU, sulphonylurea; TZD, thiazolidinedione
Adapted from American Diabetes Association. Diabetes Care 2017;40(Suppl.1):S64—-S74




Ralph DeFronzo’s ominous octet
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actions of basal insulin and a GLP-1 RA
target the pathophysiology of type 2 diabetes

BRAIN

GLP-1 RA  Decreased
energy intake

UIVER

NS ) o A\ L/

Inct:_retased yNhikitizon of hepatic basal insulin
satiety glucose production

Inhibition of hepatic GLP-1RA
PANCREAS

glucose production

GLP-1 RA Glucose-
dependent insulin
and
glucagon csecretien
Insuliriosynthesis

ADIPOSE TISSUE
reduced lipolysis basal insulin

SKELETAL MUSCLE

Gl TRACT Increased glucose basal insulin
GLP-1RA  |nhibits gastric disposal
emptying

GLP-1 RA, glucagon-like peptide-1 receptor agonist
1. Baggio & Drucker. Gastroenterol 2007;132:2131-57; 2. Niswender. Postgrad Med 2011;123:27-37



diabetes Is a progressive disease

OBESITY IFG/IGT T2DM

UNCONTROLLED HYPERGLYCEMIA
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La Dedifferenziazione come principale meccanismo nella
patogenesi del Diabete di Tipo 2

Normal beta cell Challenged beta cell
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@& Proinsulin Talchai C., CeII, 2012
Adpted from Dor Y., NEJM, 2013




La dedifferenziazione beta cellulare nell’'uomo

NON DIABETICO - DIABETICO
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LA DEDIFFERENZIAZIONE COLPISCE IL DELLE BETA
CELLULE DEI SOGGETTI DIABETICI

Cinti F. et al.: JCEM 101:1044. 2016



GLP-1 preserva isole In vitro
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INsulino-resistenza correla con massa
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Insulino-resistenza e neogenesi
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GLP-1 intrainsulare correla con secrezione
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summary

progressive beta-cell failure is the main cause
of the progression of hyperglycemsia

treatment of diabetes shou!d bz oriented to
beta-cell preservation

GLP-1 RA can potentially preserve beta-cells



Per rallentare i1l declino beta cellulare

inizio terapia

|

INnizio terapia

|

prediabete > diabete < euglicemia

prediabete > diabete

&> euglicemia

I’inizio precoce di una terapia farmacologica significa
- ritardare la progressione del diabete?
- 0 e solo pretrattamento?



reduces plasma glucose, but no prevention

treatment washoutl
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diabetes cumulative incidence
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triple therapy from diagnosis
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fallure of triple vs. conventional
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Abdul-Ghani MA et al.: DOM 17:268, 2015



summary

progressive beta-cell failure is the mayvycause
of the progression of hyperglycemia

treatment of diabetes shouwdd be oriented to
beta-cell preservation

GLP-1 RA can petentially preserve beta-cells

an early intervention with GLP-1 RA(together
with-metiformin and pioglitazone) slows
diabetes progression



SCALE Obesity and Prediabetes

Liraglutide 3.0 mg in weight management (160 weeks)
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Inclusion criteria: Liraglutide 3.0 mg ] ‘ ormation
- >18 years : Jun& 2011 to
- Stable BW : ‘\aw@ch 2015
= BMI =30 kg/m?2 : \ Randomised

or i controlled

>27 kg/m2 + \. double-blind study

191 sites in 27
countries

comorbidities

Lifestyle interventior:: ~500 kea!l/aay diet + 150 min/week physical activity

........ I |>|

Dose esgaﬁatl(.h Trea;-rggnt dukration Off-drug FU
0—4weeks weeks 12 weeks

End of treatment
160 weeks

Kandoniisaiion (2:1)
Key endpoints
Primary: time to onset of type 2 diabetes
Secondary: weight measures, glycaemic control variables,

Trial objecg‘\’f{éa\l © < (\0
Ew%f Iira&u%de 3.0 mg (after 160 weeks of
t m

ent) in delaying the onset of type 2 diabetes in

participants with obesity or overweight with comorbidities, cardiometabolic risk factors, HRQoL, safety and tolerability

and diagnosed with prediabetes at screening

1. ADA. Diabetes Care 2010;33(Suppl. 1):S11-61.
BW, body weight; EOT, end of treatment; FU, follow-up; HRQoL, health-related quality of life.
le Roux et al. Lancet 2017 (Published Online 22 February 2017). DOI: http://dx.doi.org/10.1016/S0140-6736(17)30069-7



Participants diagnosed with T2DM over time

Kaplan—Meier plot: 0—160 weeks
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le Roux et al. Lancet 2017 (Published Online 22 February 2017). DOI: http://dx.doi.org/10.1016/S0140-6736(17)30069-7
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Regression to normoglycaemia over time

® end of trial

wash-out

Placebo

0-172 weeks

Pazienti NGT
nonostante la
sospensione
della terapia

Regressicn of prediabetes at week
162:

P~ while on treatment, liraglutide 3.0
I mg increased the likelihood of

regression to normoglycaemia:
e OR = 3.6 [95% ClI, 3.0, 4.4],
p<0.0001
* Corresponding to a NNT of —3
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Regression of prediabetes at week
172:

e Liraglutide 3.0 mg increased the
likelihood of normoglycaemia:
*« OR=1.9[95% ClI, 1.6, 2.3],
p<<0.0001

Liraglutide

\

Full analysis set, last observation carried forward. Statistical analysis is logistic regression (OR with 95% CI).
Cl, confidence interval; NNT, number needed to treat; OR, estimated odds ratio
le Roux et al. Lancet 2017 (Published Online 22 February 2017). DOI: http://dx.doi.org/10.1016/S0140-6736(17)30069-7



diabetes cumulative incidence
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summary

progressive beta-cell failure is the mayvycause
of the progression of hyperglycemsa

treatment of diabetes shouwdd be oriented to
beta-cell preservation

GLP-1 RA can petentially preserve beta-cells

liraglutide prevents diabetes (in obese
subjects)

liraglutide should be considered among the
earliest therapeutic approaches in diabetes,
at least in obese subjects
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