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Metabolic advantages of SGLT2i and GLp1Ra vs.
DPP4i could have wide reaching benefits
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Farmaci innovativi: SGLT-2
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Farmaci innovativi: GLP1-Ra
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1° scelta

Caratterizzazione
del rischio CV del
paziente

Algoritmo terapeutico ADA 2020
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Caratterizzazione
del rischio CV del
paziente

1° scelta

ESC/EASD, Eur Heart J, 2020

Algoritmo terapeutico ESC/EASD 2019
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Limitazioni prescrittive in Sicilia



Rimborsabilita in ITALIA @ LGESC

DPP IV INIBITORI GLP1 Analoghi SGLT2 inibitori
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Alogliptin
Linagliptin
Saxagliptin

MONOTERAPIA solo in pz con
clearance creatinina secondo Cockfort
< 50 ml/min
MONOTERAPIA nei pz intolleranti a metformina
nei quali I'utilizzo di un diverso ipoglicemizzante
risulti controindicato
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INSULINA RAPIDA NON RIMBORSABILE vV vV vV vV
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ACARBOSIO NON RIMBORSABILE
*solo nei casi in cui I'aggiunta della metformina sia controindicata o non tollerata ” nei casi in cui l'utilizzo di un diverso ipoglicemizzante risulti controindicato o non appropriato.




Complessita delle modalita di prescrizione dei farmaci GLP-
1 in Sicilia rispetto al Piano Terapeutico AIFA

Piano Terapeutico AIFA Regolamentazione Sicilia
( Piano Terapeutci + circolari)

Durata Primo Piano
Terapeutico

Durata successivi Piani
Terapeutici

Motivazioni in caso di switch
da altro GLP-1 o DPP4

Informazioni in caso di switch
di terapia

Indicare se prima prescrizione
0 proseguimento terapia

Campo da compilare per
MMG

12 mesi

12 mesi

Non richieste

Non richieste

Non richiesta

Non richiesto

6 mesi + 6 mesi estensione da MMG
Solo per Semaglutide 4 mesi + 6 mesi
estensione solo Diabetologo

6 mesi + 6 mesi estensione da MMG
Da compilare

Da compilare includendo farmaci e
durata terapia

Da compilare

Da compilare nel caso di rinnovo (il 2"
semestre) da parte del MMG



Implementazione



Rapporto OSMED 2019 (AIFA)

* Nel periodo 2014-2019 il consumo degli antidiabetici e rimasto
abbastanza stabile, passando da 62,0 a 63,6 DDD, pari a una
variazione media annuale (CAGR) dell’1%; |a spesa si attesta 16,73
euro pro capite, in aumento del 7,1% rispetto al 2018, mentre il costo
medio DDD raggiunge nel 2019 il valore di 0,72 euro;

* [|a metformina da sola o in associazione rappresenta circa il 38% delle
dosi totali ed e stabile rispetto all’lanno precedente; e la categoria con
la maggiore variabilita d’uso a livello regionale (CV 20%)



Metformina

Table 9.2—Median monthly (30-day) cost of maximum approved daily dose of noninsulin glucose-lowering agents in the U.S.

Dosage strength/product Median AWP Median NADAC  Maximum approved

Class Compound(s) (if applicable) (min, max)t (min, max)t daily dose*
Biguanides e Metformin 500 mg (IR) S84 (S4, S85) S2 2,000 mg

850 mg (IR) $108 (S6, $S109) S3 2,550 mg

1,000 mg (IR) $87 (54, $88) S2 2,000 mg

500 mg (ER) $89 (587, $7,412) S5 (S5, $988) 2,000 mg

750 mg (ER) $74 (365, $74) $4 1,500 mg

1,000 mg (ER) $242 (5242, $7,214) $224 ($224, $910) 2,000 mg

Immediate release: Oral

Maximum: 2.55 g/day. Modest additional benefit has been observed with doses up
to ~2.5 g/day; however, Gl adverse effects may limit use

Extended release: Oral

Maximum: 2 g/day. If glycemic control is not achieved at maximum dose given once
daily, may divide maximum dose and administer twice daily

Up To date and ADA Standard of Care 2020
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Annali AMD 2020
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Annali AMD 2020
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Rapporto OSMED 2019

Tabella 3.4.2a. Antidiabetici, consumo (DDD/1000 abitanti die) per categoria terapeutica e

per sostanza: confronto 2014-2019
Sottogruppi e sostanze




Rapporto OSMED 2019



Rapporto OSMED 2019: distribuzione del
consumo di antidiabetici su base regionale

Figura 3.4.2b. Antidiabetici, distribuzione in quartili del consumo 2019 {DDD/1000 abitanti
die pesate)
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Clinical inertia
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2017 cost
per daily dose

Optum claims database 2014-2018
222,423 (2014) to 514,548 (2018)
patients with T2D and established CVD

Clinical records database 2013-2019
>130,000 patients diagnosed with T2D
and CVD (rolling 3-year data)

Nationwide cohort 2014—2017
73,820 new initiators of SGLT2i,
GLP-1 RA or DPP-4i

20%

UTCOME

<
- | HMPA-REG

% patients

0% : :
2014 2015 | 2016 ! 2017 2018

=0 SGLT2i =t GLP-1 RA === DPP-4i

SGLT2iusers were less likely to have
CHF or CKD than GLP-1 RA or DPP-4i
users, despite HF and renal benefits

On average, patients using DPP-4i
were several years older than patients
using SGLT2ior GLP-1 RA

20%

% patients

0% ‘
2016 | 2017 2018 2019

==0==SGLT2i = GLP-1RA ==¢=DPP-4i

Records for patients without CVD
showed no link between CVD status
and SGLT2i/GLP-1 RA prescriptions

In 2019, only 20% of patients with
T2D, CVD and HbA1c 28% were newly
prescribed SGLT2i/GLP-1 RA

Register of Medicinal Product
Statistics 1996—2017
Nationwide dispensing activity

N
o
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New initiators/100,000PY
[
o
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LEADER

0 3
2014 2015 52016

2017

e SGLT2j el GLP-1 RA e DP P-4

% of initiators with ASCVD at
baseline was similar between
SGLT2i, GLP-1 RA and DPP-4i

SGLT2iinitiators were less likely
to have CHF or CKD than GLP-1
RA or DPP-4i initiators

Schernthaner et al. Cardiovasc Diabetol (2020) 19:185

20%

10%

2017

% T2D agents dispensed

mSGLT2i mGLP-1RA mDPP-4i

SGLT2i have lower utilisation
than any other class in T2D

GLP-1 RA are more commonly
prescribed than SGLT2i or
DPP-4i, despite being >2x
more expensive




Drivers of inertia

Preference for
agents with more
extensive
personal clinical
experience

Insufficient
opportunities for
treatment
re-evaluation

Competing
priorities
e.g. obesity

Lack of
interdisciplinary
care and exchange
between specialities

Limited
knowledge
of evidence from
CVOTs and role of
cardiorenal risk

Schernthaner et al. Cardiovasc Diabetol (2020) 19:185



Sostenibilita



Rapporto OSMED 2019: Andamento
temporale del consumo di antidiabetici

Figura 3.4.2a. Antidiabetici, andamento temporale del consumo (2014-2019)
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Studio ARNO 2019

Composizione percentuale della spesa (basata sulle tariffe)

m Altri farmaci
m Anti-iperglicemici
m Ricoveri

= Specialistica

m Dispositivi




Regione Marche

A Diabetes + 4
Diabetes +3 1% Diabetes
9% 13%

Diabetes +2
42%

Diabetes + 1
35%
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€341 I II B
£0 —m _ N _-. —n -l -I |
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DIABETES AND NUMBER OF COMORBIDITIES PER PATIENT
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Total Avarage cost
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DIABETES AND NUMBER OF COMORBIDITIES PER PATIENT

i Specialist care mm DM drugs [ Comorbidities drugs

mm Comorbidities hospitalizations mm DM hospitalizations —Total average cost

Marcellusi A; BM Open Diabetes and Research, 2016



Annual costs per affected patient per year

V4

US patient with HHF (2018) 553,269
US Medicare patient with CHF (2011) $30,967

(I

UK NHS patient with HHF (2015-2016)
£3,873 for each HHF event

Kl LS
@€

German man aged 60-69 with T2D
and CHF (2013-2015) €3,912

¢

& Us patient with...

» End-stage renal disease (2018) $104,932
* Renal death (2018) $36,632

US Medicare patient with CKD (2011) $25,484

‘A
v

UK NHS patient with...
* CKD (2009—-2010) £795
* Dialysis (2009—2010) £27,000

<@

German man aged 60-69 with T2D and
end-stage renal disease (2013—2015) €22,691

HbA1c target

Standard treatment
intensification algorithm

Focus on patients with HFrEF
(LVEF <45%)

Costs of care
(per member per year)

Healthcare resource utilisation

Empagliflozin

vs DPP-4i

Interim EMPRISE 2-year data
Mean follow-up: 5.4 months

oS

Total cost saving: $1,355
Inpatient: —$638
Outpatient: —-$730
Pharmacy: +$26

Hospitalisations
22%IRR

B

B

Length of stay
—0.23 days PMPY

ED visits
eilyY  320%IRR

Canagliflozin

vs placebo
CREDENCE cost model

B
Total cost saving: $1,989

End-stage renal disease
or renal death: —-$1,008

HHF: -$526
ASCVD events: —$628

Consider each cardiorenal risk independently at every evaluation

69

Patients with ASCVD or with
high ASCVD risk

eGFR 30-60 ml/min/1.73m?
or UACR >30 mg/g

Add on/switch to SGLTz2i or
GLP-1 RA with proven benefit

Add on/switch to SGLT2i
with proven benefit

Add on/switch to SGLT2i
with proven benefit

If SGLT2i not tolerated or
contraindicated, add on/switch to
GLP-1 RA with proven benefit

Schernthaner et al. Cardiovasc Diabetol (2020) 19:185
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