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Prevalence of diabetes in Tuscany, 2010-2015
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CGM: effect on glucose control in Type 1 diabetes on MDI
Results of the DIAMOND trial

Principal endpoint:

HbAlc
12 Weeks 24 Weeks
Control Control
CGM Group  Group CGM Grqu Group
{n =103) (n=52) (n = 105) {(n=753)
Primary outcome, mean (5D), %
HbA, . 1.6 (0.7) 8.1 (0.7) 7.7 (0.8) 8.2 (0.8)
Change in HbA, . from baseline -1.1{0.7) -0.5(0.7) -1.0 (0.8) -0.4 (0.7)

158 T1DM patients on MDI
with Alc >58 mmol/mol,
CGM (Dexcom G4) vs
SMBG (standard of care)
Parallel-series, 24 wk

Beck RW et al. JAMA 317: 371-78, 2017



FGM: effect on hypoglycemia in Type 1 diabetes
Results of the IMPACT trial

hperday with glucose <39 mmafL (95%Cl)
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Principal endpoint:
Hypoglycemia

241 T1DM patients Alc <58 mmol/mol,
FGM vs SMBG (standard of care)
Follow-up: 240 d

Bolinder J et al. Lancet 388: 2254-63, 2016



| AMD)| Standard italiani per la cura del diabete mellito SID

Societd Italiana

(== ’“7' ASSOCIAZIONE . -
f.’rv:"'w T DIABETOLOGH Edizione 2018 di Diabetologia

Nei pazienti con diabete di tipo 1 con insufficiente controllo glicemico persistente nel tempo e/o
con ipoglicemie gravi o inavvertite nonostante |'ottimizzazione della terapia insulinica & racco-

mandato il monitoraggio in continuo del glucosio (RT-CGM).
Luso di RT-CGM & consigliato durante la gravidanza nelle donne con diabete di tipo 1.

Limpiego di RT-CGM pud essere utile in pazienti in cui, per condizioni lavorative o stili di vita in
cui un controllo molto frequente & consigliabile ma non praticabile (ad es., minatori, subacquei,
lavoratori dell’edilizia, ecc.)

Nei pazienti con diabete di tipo 1 in buon controllo glicemico senza ipoglicemie inavvertite &
raccomandato l'use di FGM.
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Terapia del diabete:
la storia
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Empagliflozin: effect on all-cause mortality
Results of the EMPAREG-OUTCOME trial

C Death from Any Cause

15+
| NNT: 38 | Placebo
&
5 10 |
& Hazard ratio, 0.68 (95% Cl, 0.57-0.82)
£ P<0.001 Empagliflozin
3
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0 6 12 13 24 30 36 42 48
Month
No. at Risk
Empagliflozin 4687 4651 4608 4556 4128 3079 2617 1722 414
Placebo 2333 2303 2280 2243 2012 1503 1281 825 177

Secondary endpoint:
All-cause mortality

9,340 T2DM patients with prior
CVD, Empagliflozin vs placebo
Follow-up: 3y

Zinman B et al. N Engl J Med 373: 2117-28, 2015



Patients with ASCVD: weighing literature

Should GLP-1RA be used in high CV risk type 2 diabetic patients for...?

N2 of
participants
(studies)
Follow-up

Risk of

bias

Certainty assessment

Inconsistency

Major Cardiovascular Events

Indirectness

Imprecision

Publication

IET]

Overall

certainty of

evidence

Summary of findings

Study event rates (%)

With placebo

With GLP-1

receptor
agonists

Relative
effect
(95% CI)

Risk with
placebo

Anticipated absolute effects

Risk
difference

with GLP-1

receptor
agonists

56004 not not serious not serious not serious none OPPP 3309/28027 2937/27977 OR 0.87 118 per 1.000 14 fewer
(7 RCTs) serious HIGH (11.8%) (10.5%) (0.81 to 0.93) per 1.000
(from 20
fewer to 7
fewer)
Nonfatal myocardial infarction
56004 not serious 2 not serious serious P none @@OO 1587/28027 1443/27977 OR 0.9 57 per 1.000 5 fewer
(7 RCTs) serious LOW (5.7%) (5.2%) (0.8 to 1.0) per 1.000
(from 11
fewer to 0
fewer)
Nonfatal stroke
56004 not not serious not serious not serious none OPPPD 750/28027 627/27977 OR 0.83 27 per 1.000 4 fewer
(7 RCTs) serious HIGH (2.7%) (2.2%) (0.75 to 0.93) per 1.000
(from 7
fewer to 2
fewer)

Dicembrini I, Mannucci E, Monami M. DOM 2019, Epub-ahead of print
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Budget impact of DPP4 inhibitors

An ltalian pharmacoeconomic study

Table 4 Cost-consequence analysis SITA versus SU over 3-year

time horizon (INHS perspective)

Cost component SITA+Met SU+Met Delta

Drug €96,600,260 €13,212,990 €83,387,970
Distribution PHT €16,807,081 €0 €16,807,081
Self-monitoring €16,518,556 €80,368,536 —£63,849,980
Visits €8,941,648 €7,221,703 €1,719,945
Hypos €1,296,239 €6,255,716 —£4,959,477
MACE €0 €23,501,390 —£23,501,390
Switch to insulin €123,417,886 €184,868478  —£€61,450,592
Indirect costs €0 €0 €0

Total costs €263,582,370 €315,428813 —£51,846,442

Abbreviations: hypos, hypoglycemic events; INHS, Malian Mational Health
Service; MACE, major cardiovascular events; Met, metformin; SITA, sitagliptin; 5U,
sulfonylurea; PHT, drugs included in the Mational Hospital-Territory Formulary.

Budget impact (direct costs) of
substitution of sulfonylureas with
sitagliptin. Italian costs

Lorenzoni V et al. Clinicoecon Outcomes Res 9:699-710, 2016.
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Cost-effectiveness of empagliflozin
Pharmacoeconomic assessment in ltaly

Empagliflozin + SoC SoC Increments

Life Years 138 11.8 2.0
(undiscounted)

QALYs 86 76 1.0
Total costs (€) 15,679 10,971 4708

» Drug costs(€) 9,460 3,951 5,509

- Event costs (€) 6,219 7,021 -802
ICER (€/QALY) 4 811

Table IV. Undiscounted (survival) and discounted (QALY and costs) results of the

cost-effectiveness analysis (base case)
ICER = incremental cost-effectiveness ratio; QALY = quality-adjusted life year;

SoC = standard of care

Economic model based on:

- Effect of the drug in the
EMPAREG OUTCOME study

- ltalian costs and epidemiology

Patients:
- Type 2 diabetes
- Prior MACE

lannazzo S, Mannucci E, Refsneider O, Maggioni AP. Farmeconomia 18: 43-53, 2017
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« La costo efficacia: confronto con altre patologie

« Limpatto organizzativo: la gestione integrata



Il fabbisogno di diabetologi in Italia

Tipologia Numero pazienti  Visite/anno Numero visite totali
DM2 3,000,000 3 9,000,000

DM1 200,000 5 1,000,000

Piede diab. 40,000 10 400,000
Consulenze 1,600,000 -- 800,000
TOTALE 11,200,000

Numero di diabetologi necessari (3,000 visite/anno): 3,730
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Exenatide bid vs glimepiride: effect on HbAlc

Results of the EUREXA trial

T4 — Exenatide twice daily
— Glimepiride

HbA, concentration (%)
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o
IIII I] é\ 1|2 :llﬂ 2!4 3IIII ]IE #-IE
Mumber at risk Time (mortths)
Exenatide 486 440 EEl 230 182
Glimq:lirich 480 471 71 264 147

Principal endpoint:
Treatment failure

977 T2DM patients inadequately
controlled with metformin,
Exenatide bid vs glimepiride, OL.

Gallwitz B et al. Lancet, 379:2270-8, 2012



