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Il dr. ROBERTO TREVISAN dichiara di aver ricevuto negli ultimi due anni compensi
o finanziamenti dalle seguenti Aziende Farmaceutiche e/o Diagnostiche:

- NOVO

- SANOFI

- LILLY

- ASTRA ZENECA
- MEDTRONIC

- MUNDIPHARMA
- MERCK

- BOEHRINGER

Dichiara altresi il proprio impegno ad astenersi, nell’ambito dell’evento, dal nominare, in qualsivoglia modo o forma, aziende farmaceutiche e/o denominazione
commerciale e di non fare pubblicita di qualsiasi tipo relativamente a specifici prodotti di interesse sanitario (farmaci, strumenti, dispositivi medico-chirurgici, ecc.).
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Diabetes greatly increases the risk of CV disease

A

2 x

Patients with T2D have twice the risk
of CV disease compared with the
general population

CV, cardiovascular; T2D, type 2 diabetes
Sarwar N et al. Lancet 2010;375:2215
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Life expectancy is reduced by ~12 years in patients with diabetes and CV disease

A 60-year-old patient with diabetes and CV disease dies, on average, 12 years earlier
than a person without diabetes and CV disease

° [ ]
i’i"l‘ﬂ 6Oyears End of life

*
®
A—A— AN
[ ] | .
\—] 67
: |
Diabetes + CV disease | _12years*

In this case, CV disease is represented by Ml or stroke
*Average for men and women

CV, cardiovascular, MI, myocardial infarction

The Emerging Risk Factors Collaboration. JAMA 2015;314:52
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Diabetes is a major CV risk factor

ESC Guidelines on diabetes, pre-diabetes and CV diseases — 2019

The classification of CV risk levels in patients with diabetes and pre-diabetes

Very high risk Patients with diabetes and established CV disease
Or other target organ damage’

Or three or more major risk factors*

Or early-onset T1DM of long duration (>20 years)

High risk Patients with diabetes duration of 210 years without target organ
damage plus any other additional risk factor

Moderate risk Young patients (T1DM aged <35 years or T2DM aged <50 years)
with diabetes duration <10 years, without other risk factors

*Table modified from the 2016 European Guidelines on CV disease prevention in in clinical practice; TProteinuria, kidney impairment
defined as eGFR <30 ml/min/1.73 m?, left ventricular hypertrophy or retinopathy; *Age, hypertension, dyslipidaemia, smoking,
I obesity. Cosentino F et al. Eur Heart J 2020;41:255
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Albuminuria and reduced eGFR are

associated with increased risk of CV death

ADVANCE: Observational analyses examining the association between albuminuria and eGFR at baseline
or during follow-up and the risk for CV events and renal events in T2D

Ninomiya T et al. ] Am Soc Nephrol 2009;20:1813

—_ 6 1
10,640 patients with s 5
available data § 4
2 s
Average follow-up z 2 -
4.3 years 1 - eGFR <60

eGFR 60-89

Macro eGFR 290 Baseline eGFR
Micro

I Baseline UACR Normo
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30+

Bl No microvascular disease state
B3 1 microvascular disease state

Adjusted event rates for the primar I 2 vl dsecsestates

B 3 microvascular disease states

20

10 +

Primary outcome {events per 1000 person-years)

0 -~
HbA,  <7.0% 27:0% 27-0% 27-0%
Blood pressure  <140/90 mm Hg <140/90 mm Hg =140/90 mm Hg =140/90 mm Hg
The Lancet Diabetes & Endocrinology, Volume 4, Issue 7, 2016, 588-597 LDL cholesterol ~ <2.5 mmol/L <2:5 mmol/L <2:5 mmol/L =2-5 mmol/L

Risk factors
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Effects of more vs less intensive glycemic control

MM Odds Ratio Weight % Odds Ratio Welgm
Study _ (95% CI) (%) Study : {(95% CI) (%)
UKPDS —— 0.78 (0.62,0.98) 21.81 HKEDS i 075(0.5%.1.04) 8.5
PROactive . 0.83 (0.64,1.06) 18.03 PROactive* o il 0.81(0.65,1.00) 20.22
ADVANCE T 098(078,123) 2186 ADVANCE T 0.82(0.78,1.07) 3648
VADT * 0.81(0.58,1.15)  9.44 VADT » 0.85(0.62,1.17) 9.03
ACCORD —e— 0.78 (0.64,0.95) 28.86 ACCORD . 0.82(0.68,0.99) 2568
Overall ‘ 0.83 (0.75, 0.93) 100.00 Overall ‘ 0.85(0.77,0.93) 100.00

12=0% (95% CI 0-69.3%), p=0.61 i 12=0% (95% CI 0-53%), p=0.78
4 8 .B(‘)dds Rauo{z 14 1618 2 a 5 ;c;m 5 R1w° 12 1418182 /
tensive therapy better Standard therapy better Wﬂ'

/_gt_fgﬁg iRt i All-cause mortality s s w%
Study (95% ClI) (%) Study (95% Cl) (%)
UKPDS | 0.91(0.51,1.61) 5.18 s = 0.79 (0.53.1.20) 10.05
PROactive! — i 0.81(0.60,1.08) 2047 PROactive ® 0.96 (0.77,1.19) 21.47
ADVANCE —— 0.97 (0.81,1.16) 51.38 APVALIAE — 0.93 (0.82. 1.05) 29.38
VADT! " 0.78 (0.47,1.28) 6.76 VADT —T*—  1.09(0.81, 1.47) 1546
ACCORD T 1.05(0.76,1.46) 16.21 ACCORD — % 1.28(1.06,1.54) 23.64
Overall N g 0.93 (0.81,1.06) 100.00 Overall - 1.02 (0.87, 1.19) 100.00

12=0% (95% C1 0-62%), p = 0.70 P=58% (95% CI 0-84%), p=0.049
t‘ Io B 1 II:‘ 14 !‘ 6 IIB 2 T—! Ih L 1 12 ‘T4 ITH 18 .T’
& oOddsRato ——» " dds Ratio

Intensive therapy better

Standard therapy better

Intensive therapy better

Standard therapy better

J

Ray KK et al. Lancet. 2009;373:1765-72
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Figo

L'ipoglicemia e il predittore piu importante di mortalita cardiovascolare:
iInsegnamenti dal VADT

Rischio di morte

Inferiore  Superiore RR (1C)
— —)
Ipoglicemia | /C\ i 4,042 (1,449-
v 11,276)*
HbA, . o 1,213 (1,038-
1,417)*%*
HDL-C @ 0,699 (0,536-
0,910)*
Eta @ 2,090 (1,518-
2,877)%**
Evento ® ‘ 3,116 (1,744-
precedente | , : | : : 5,567)%**
0 2 4 6 8 10 12
Rischio relativo
— *P=0,01; **P=0,02; ***P<0,01

Abraira C. Presentazione alla 687 Sessione Scientifica della American Diabetes Association; 6-10 giugno 2008, San Francisco, USA
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SU use is associated with increased rates of hypoglycaemic events
and weight gain in randomised clinical trials

Meta-analysis of 6236 patients across 31 RCTs'

Hypoglycaemla Weig ht gain
RR 2.41 (95% CI 1.41, 4. 10)* 2.31 kg (95% Cl 1.31, 3.32)*
-2.5;' ~2 kg .
Increased hypoglycaemia Weight gain
| lir A

Figo
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Un’esplosione di nuovi farmaci!!!
L’era delle “smart drugs”

Miglioramento del controllo glicemico senza ipoglicemie

Sitagliptin E.xenlatJi:_jde
Vildaglintin ) Iragiutiae
DPP4-INIBITORI g1p* GLP-1RA | [T
Glioti Saxagliptin :
(Gliptine) Ui Dulaglutide

Semaglutide
(Albiglutide)

Alogliptin

Empagliflozin

GLIFOZINE/SGLT2 INIBITORI o
Canagliflozin

(GLICOSURICI)

Dapagliflozin
Ertugliflozin
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Standard Italiani AMD-SID per la cura del diabete 2018: terapia farmacologica

DIAGNOSI
1
Metformina < ;
> Insulina
! v
Metformina +
—>
DPP4i Pio SGLT2i || GLPIRA | [
Metformina + Metformina
DPP4i Pio SGLT2i GLP1RA DPP4i
AGI AGI AGI AGI — —
: i Pio
~ Pio | ||| oPPdi pPP4i | ||| Pio
_ SGLT2i
SGLT2i SGLT2i | ||| Pio sGLT2i || (€7
GLP1RA
su GLP1RA GLP1RA su
Su su

DDPi initeton della DPPY; Pio: piogitazone, SGLT2i mi

AMD-SID - Standard Italiani per la cura del diabete mellito - 2018
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agents have

FIRST-LINE therapy: metformin
and comprehensive lifestyle
(weight management and

physical activity) if HbA1c above
target, proceed:

GLP-1RA with
proven CVD

/Chowe of second-line i

therapy is now based
on the presence of
established ASCVD or
CKD, followed
by glycaemic efficacy,
safety, need for weight

\ loss and cost /

» Basal insulin
« TZD
« SU

EASD

American
A Diabetes
- Association. \

2cVD PREDOMINATES

If further intensification is required

or patient is now unable to tolerate

GLP-1 RA and/or SGLT2i, choose
agents demonstrating CV safety:

= Consider adding the other class
(GLP-1 RA or SGLT2i) with
proven CVD benefit

» DPP-4iif noton GLP-1 RA

ESTABLISHED ASCVD OR CKD

HF OR CKD
PREDOMINATES

PREFERABLY
SGLT2i with evidence of reducing

SGLT2i with HF and/or CKD progression in

proven CVD CVOTs if eGFR adequate
heneftiteGER B = = OR
adequate If SGLT2i not tolerated or

contraindicated or if eGFR less
. than adequate add GLP-1RA with
proven CVD benefit

v
If HbA1c above target
v

» Avoid TZD in the setting of HF
Choose agents demonstrating CV
safety

« Consider adding the other class
with proven CVD benefit

« DPP-4i (not saxagliptin) in the
setting of HF (if not on GLP-1RA)

+ Basal insulin

* SU

Proven CV and mortality benefits with specific glucose-lowering
changed recent clinical practice recommendations

NO
WITHOUT ESTABLISHED ASCVD OR CKD
COMPELLING NEED TO
MINIMISE HYPOGLYCAEMIA

Davies MJ ef al. Diabe

oo o
LS

2

Lare 2015472069
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Il valore dell’'innovazione di Sitagliptin
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Flint A et al. J Clin Invest. 1998;101:515-520

Larsson H et al. Acta Physiol Scand. 1997;160:413-422
Nauck MA et al., Diabetologia 1996, 1546-1553
Drucker DJ. Diabetes. 1998;47:159-169.

SNC

Promuove |la sazieta e riduce
I"appetito

Fegato

Riduce HGO mediante
Inibizione della
increzione di glucagone

Stomaco
Rallenta lo
svuotamento gastrico

Cellula B

Stimola la secrezione
insulinica glucosio-
dipendente

Promuove la proliferazione/
sopravvivenza

Inibisce I'apoptosi

Cellula a
Inibisce I'increzione
di glucagone

GLP-1 e secreto dalle cellule L dell’intestino

Figo

2

FERT - RE]

[



Il GLP-1 nativo é degradato rapidamente dalla DPP-4

DPP-4

T.,=1-2 minuti
MCR=5-10 L/min

MCR=metabolic clearance rate.

Vilsbgll T et al. J Clin Endocrinol Metab. 2003;88:220-224.



DPP4 INIBITORI
GLIPTINE
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Figo

Meccanismo di azione: | DDP4 inibitori incrementano e prolungano i livelli delle incretine

Tessuto Muscolo

_ adiposo scheletrico
Ingestione

di cibo

Isola pancreatica

N Captazione
periferica di glucosio

.c.

hall B ‘e e
0...’-‘ .r

Glucosio
FPG-PPG

GLP-12attivo

Tratto Gl

leucagone
Sitagliptin

\ Produzione
epatica di
glucosio

(DPP-4 inhibitor)

GLP-1 GIP
inattivo inattivo

Adapted with permission from Drucker D.*
9Incretin hormones GLP-1 and GIP are released by the intestine throughout the day, and their levels increase in response to a meal.

T TN Gl = gastrointestinal; GIP = glucose-dependent insulinotropic polypeptide; GLP-1 = glucagon-like peptide-1; DPP-4 = dipeptidyl peptidase-4,; FPG = fasting plasma glucose;
PPG = postprandial plasma glucose.

1. Ahrén B. Curr Diabetes Rep. 2003;3:365-372. 2. Drucker DJ. Diabetes Care. 2003,26:2929-2940. 3. Holst JJ. Diabetes Metab Res Rev. 2002;18:430-441. 4. Drucker D. J Clin Invest. 2007;117:24-32.
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] r T T T T T T T T T T T T T T T T T T I
Pancrc_eas _ Brain ] |
M Insulin secretion , |
i I
J GIucz.agor.\ secretlop | : Heart :
M Insulin biosynthesis J Appetite | |
™ B-cell proliferation A Neuroprotection I I
J B -cell apoptosis : :
Q : 1 Cardioprotection :
I I
R ﬂ . .
| | Endothelial functi '
: I ndothelial function
Incretin :
‘M Nitric oxide production I
hormone . .
» , 1 I Myocardial contractility |
, ‘ I I
Q Q 1 Systolic function in myocardial infarction |
I I
1 Systolic function in cardiomyopathy |
Liver Muscle and : Jd Infarct size :
adipose tissue ' l
P I M Ischaemic preconditioning |
I I
J Insulin sensitivity : ‘M Post-ischaemic recovery :
 Glucose output (direct or indirect?) I/ Myocardial glucose uptake I
I I

Source: Jax T. Clin Res Cardiol. 2009;98:75-79;
Grieve DJ. BrJ Pharmacol. 2009;157:1340-1351 (modified).



DPP-4 Inhibitors vs SUs: HbAlc, Weight,
and Hypoglycemia

Saxagliptin vs SU Sitagliptin vs SU Linagliptin vs SU
(52 Weeks) BL 7.7% (52 Weeks) BL 7.5% (104 Weeks) BL 7.7%
Saxagliptin Glipizide Sitagliptin Glipizide Linagliptin Glimepiride

- (n=293) (n=293) (n=382) (n=411) (n=447) (n=458)
— 0
< : :
T 01 - ; |
c \ :
o 0.2 - 5 |
c -03 - ! |
B o : :
U X-0.4 - ; |
s : :
§ '0.5 ] E E
- 06 ! |
9 | |
& 0.7 ! '
3 | |
:5‘ -0.8 - : :

-0.9 - ! |

. Saxagliptin noninferiorto | Sitagliptin noninferiorto | Linagliptin noninferior to

glipizide glipizide glimepiride
A InWT (kg) 1.1* 11 A5 -1.4% ¥1.3
Hypos (%) 3.0* 36.3 4.9% 32 1.5% 36.1

*Significant vs comparator

Goke B, et al. Int J Clin Pract. 2010;64:1619-1631.
Nauck M, et al. Diab Obes Metab. 2007;9:194-205.
Gallwitz B, et al. Diabetes Obes Metab. 2015;17(3):276-284.
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Sitagliptin vs SU: efficacia, profilo di sicurezza e tollerabilita

Efficacia

o 8.0 1
_;‘c:, 7.8 1
© 7.6
o]

7.4
E 79 Glipizide, 5-20 mg/day (n=584)
© .
e 70 - =@~ Sitagliptin, 100 mg/day (n=588)
o .
8 6.6 1
S 6.4 7 o _
9 Modificazione media dal basale
s 627 (per entrambi | gruppi): -0.7%

60 T T T T

0 12 24 38 52

Tempo (settimane)

Nauck MA et al. Diabetes, Obesity and Metabolism 28/10: 1556-1568, 2007

Peso corporeo(kg)

Incidenza (%)

Peso corporeo

92 w
90 -
o -2.5 kg (P<0.001)
[
88 1
86 T T T T 1
0 12 24 38 52
Tempo (settimane)
Ipoglicemia
40
32%
30 - P<0.001
20 7
10 7 5%
;L BN

Figo
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Sitagliptin + metformina riduce significativamente la HbA1c nel lungo termine

Fase di 24 settimane Fase di continuazione Fase di estensione

HbA, .

I
O 6 12 18 24 30 38 46 54 62 70 78 91 104

Tempo (settimane)
Sita 100 mg g.d. (n=22) —/— Met 500 mg b.i.d. (n=26)
—o— Met 1000 mg b.i.d. (n=53) —A—  Sita 50 mg b.i.d. + Met 500 mg b.i.d. (n=64)

—o—  Sjta 50 mg b.i.d. + Met 1000 mg b.i.d. (n=77)

Williams-Herman et al, Diab Obes Metab., 12: 442—451 April 2010
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efls

Studio Time to Insulin: progressione verso la terapia insulinica

Pazienti con DMT2 trattati con sitagliptin o SU in associazione a metformina

50% l l | 1
(7 anni/7.728 pazienti)
e Tutti i pazienti (p = 0.0034)
S 40%
=
o
o
S 30%
2
2
5 20%
g
= 10%
A " -=== SU
& Sitagliptin
0% | | |

Anni dall’index date

Inzucchi et al:. Diabetes, Obesity and Metabolism 17: 956-964, 2015 (7 y/7728 pts)
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Sitagliptin e funzionalita renale

Metformina (max 1000mg <45 ml/min)

E’ prudente controllare la funzione renale ogni 6 mesi

Sitagliptin Sitagliptin Sitagliptin
100 mg 50 mg 25 mg

Stadio | Stadioll |Stadio lll (a-b) | Stadio IV | Stadio V

Anomalie urinarie

Insuficienza Insufficienza nsufficienza | Insufficenza
renale renale renale renale
lieve moderata severa terminale

130 120 110 100 9 80 70 60 504540 30 20 15 10 0

Velocita di Filtrazione Glomerulare, ml/min (GFR)

JANUVIA™ (sitagliptin) [Summary of proeduct characteristics]. MSD. 2018.
National Kidney Foundation. Am J Kidney Dis 2002
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FIgpG

Sitagliptin e funzionalita renale: efficacia simile indipendentemente dal eGFR

Normal Renal Function to Moderate-to-Severe Renal ESRD on Dialvsis
Mild Renal Impairment? Impairment® y

Sitagliptin 100 mg
£ 01 once daily'
£ 91 -

b
803
5 05
18
- 07
2 07
£
o 11
§ 13-
£~
O
-15 - 52 weeks
Baseine HbA,;: 7.7%

SU (gipizide) HbA reducion: —0.7%
4

Sitagliptin 50 mg or
- 25mg once daily?

s L L S
N e - -

S
()

08

| |
— sty
oy <

L

Change in HbA,. From Baseline, %
L
—

s 54 weeks
Baseline HbA,.- 7.8%
SU (gipizide) HbA,, reduction; —0.6%

Sitagliptin 25 mg
2 (1 once daily®
£ 011
o
g (3 .
m V.
5 05 -
18
207 -
3 07
- 09 1
o 11
c
£ 43|
O L
45 54 weeks
Baseline HbA,;: 7.9%

SU (glpizide) HoA,, reduction: ~0.9%

1. Nauck MA et al. Diabetes Obes Metab. 2007;9:194-205. 2. Arjona Ferreira JC et al. Diabetes Care. 2013;36:1067-1073.
3. Arjona Ferreira JC et al. Am J Kidney Dis. 2013;61:579-587
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TECOS: eGFR levels over 4 years within the CKD cohort, those
allocated to sitagliptin (N = 1667) and to placebo (N = 1657)
B

o) D ~
o o o

eGFR (mL/min/1.73m?)

H
o

Number of patients:
Placebo

Sitagliptin

------------

- " . w
-------------

Figo

-----------

0 4 8 12

1526 993 882 1,178
1533 1,001 89 1,174

24 36
Study visit (months)

1,229 659

1,260 692

Sitagliptin

48

269
298

Diabetes Obes Metab. 2017;19:1587-1593
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Lo studio CompoSIT R: sitagliptin vs dapagliflozin in pazienti con insufficienza renale
lieve (eGFR 260 and <90 mL/min/1.73m2)

Modificazione rispetto al basale della A1C

00
o\o '01 7
9. |
< 021
- .
o4+ -03-
® & | -0.36 (-0.45,0.27)
@ J W
52 -04 - A =-015
&9 d (-0.26, -0.04)
5~ -05- ,_,{ . P=0.006
2 i 1. — ] _—  Llo51(060,-043)
8] 06 ™ Sitagliptin

| —e— Dapaglifiozin
‘0.7 T T T 1
0 10 16 24
Week
] Scott RS and col. Safety and Efficacy of Sitagliptin [SITA] Compared with Dapagliflozin [DAPA} in Subjects with T2D, Mild Renal Impairment and Inadequate

Glycemic Control on Metformin [MET] With or Without a Sulfonylurea. Poster presented at: ADA 2018; June 22-26, 2018; Orlando, Florida. 1142-P
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Cardiovascular Outcomes Trials with DDPA4i

3P-MACE Hospitalisation for heart failure

HR (95% Cl) HR (95% ClI) p-value HR (95% Cl) HR (95% Cl) p-value

AWCICIRINNE  SAVOR-TIMI 53" 1.00 (0.89, 1.12) # 0.99 C 1.27 (1.07, 1.51) @ 0.007

- J
TECOS® 0.99 (0.89, 1.10) g 0.84 1.00 (0.83, 1.20) — g 0.98

LINAGLIPTIN

ALOGLIPTIN EXAMINE23 0.96 (n/a, 1.16) @ 0.32 1.19 (0.90, 1.58) ——— 0.22

CARMELINA®® 102 (0.89, 1.17) -@- 0.74 0.90 (0.74, 1.08) — @ 0.26

0.5 1 2 0.5 1 2

b, S

T F T o

Favours DPP-4 inhibitor Favours placebo Favours DPP-4 inhibitor Favours placebo
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E nel mondo reale?
DDP 4i e rischio CVD

Figo
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Sulphonylurea compared to DPP-4 inhibitors in combination with metformin carries increased risk of severe
hypoglycemia, cardiovascular events, and all-cause mortality

All patients with T2D in Sweden who initiated second-line treatment with metformin + sulphonylurea or metformin + DPP-4i
during 2006—2013 were identified.

(n =40,736 and 12,024, respectively)

All-cause mortality

15 - Fatal and nonfatal CVD 15~
—_ MET+SU — MET + SU

c | emeee- MET + DPP-4i A S | meee- MET + DPP-4i
o = .
£ Adjusted HR (95% Cl): 1.17 (1.01—1.37) = 5 104 Adiusted HR (95% Cl): 1.25 (1.02—1.54)
E < pomEmem=. ~
Q ~ . g g - 2 5 %
>3 2 3
50 SR I e
2° 57 S5 51 :
£ LY = O T T .
3 - =5
O __I'I O

0 S T T T T T T 0 - T T T T T T

0 1 2 3 4 5 6 0 1 2 3 4 5 6
Time from second-line therapy (years) Time from second-line therapy (years)

Eriksson JV et al Diab Res and Clin Pract 2016: 117:39-47
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Sulfoniluree vs DPP-4i: ipoglicemie severe

3- Severe hypoglycemia
— MET + SU
------ MET + DPP-4i

7 Adjusted HR (95% Cl): 2.07 (1.11—3.86)

Percentuale cumulativa di ipoglicemia (%)

0 fmer=-

Tempo per la terapia di seconda linea (anni)

n at risk
MET + SU, 40,736 19,573 0625 4033 2399 1169 445
MET + DPP-4i, 12,024 4764 1924 817 345 132 27

Figo
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Prevalenza del diabete in funzione del sesso e dell’eta?
25
20,2
20
—_ 16,2
£
- 15
% B Maschi
g 10 > 80aa 34.1% W Femmine
£
5
0,2 0,3
D T T T
0-19 20-34 35-49 50-64 65-79 >=80 Totale
Classi di eta
Grafico 3a
Prevalenza del diabete in funzione del sesso e dell’eta
I
?  La prevalenza complessiva di diabete e del 6,2% Osservatorio Arno Diabete 2019
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IL PAZIENTE ANZIANO
QUALE FARMACO SCEGLIERE SE LA METFORMINA NON BASTA?

Evitare le ipoglicemie e una priorita

Evitare 'aumento di peso e una priorita
Facilitare I'aderenza del paziente alla terapia
Migliorare la qualita di vita

Ridurre la necessita di misurare la glicemia
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Perche assumere un DPP4-inibitore?

o Buona efficacia sul controllo glicemico, senza iniezioni
o Assenza di ipoglicemie

0 Minore necessita di autocontrollo glicemico

o Probabile protezione beta-cellule

7 Non aumenta il peso

0 Scarsi o assenti effetti collaterali

7 Nessun problema con la patente di guida

0 Non aumenta il rischio CVD

0 Possono essere dati a pazienti anziani fragili, con insufficienza renale,
cardiopatia ischemica

0 Riduce la microalbuminuria

FIgpG
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Considerazioni pratiche sui DDP4i

| DDP4i sono sicuri, con pochi effetti collaterali, particolarmente adatti per
pazienti anziani, fragili e con IRC (anche avanzata).
JQuesti farmaci si caratterizzano per il basso rischio di ipoglicemia.

E Socioti Itil SOCIETA ITAUANA
fondata nel 14 oclera rranana DI GERONTOLOGIA

di Diabetologio E GERIATRIA

POSITION STATEMENT

Personalizzazione del trattamento dell'iperglicemia
nell'anziano con diabete tipo 2
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Sitagliptin: le possibilita d’uso

Pazienti gia in trattamento con altri farmaci antidiabetici orali
(metformina, pioglitazone, sulfoniluree, ertuglifozin)

Pazienti gia in trattamento con insulina basale

Pazienti con IRC da lieve alla dialisi

Pazienti con compromissione epatica lieve e moderata
Pazienti con scompenso cardiaco

Paziente anziano, fragile

Figo
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Coronavirus, decessi in provincia di Bergamo

Distribuzione per eta
Dati Regione Lombardia

Filtra per data o~ .
Totale decessi
25/05/2020 in provincia di 3 o o 8 2
O|£][> Bergamo
Sesso A giugno 2020

30,11% eamedia /9,2 > 6000 morti

» Molti senza diagnosi

Fasce d'eta Fasce d'eta e sesso
30-39 0,16% 30-39 |
40-49 | 1,07% 40-49 |
50-59 | 4,15% 50-59 ||}
60-69 15,87% SOESN  12,85%

70-79 35,54% 70-79 26,32% 9,22%
80-89 36,55% 80-89 12,98%
90-99 | 6,62% 90-99 |

Over 100 0,03% Over 100 | 0,03%
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Sistema Socio Sanitario TRATTAMENTO DEL DIABETE E DELL'IPERGLICEMIA
) 7/ il 7. i NEI PAZIENTI COVID-19
ASST Papa Giovanni XXl (20 marzo 2020)

Malattie endocrine 1 - Diabetologia
Direttore Roberto Trevisan

1. SE PAZIENTI GIA' DIABETICI IN TERAPIA CON METFORMINA, SOSPENDERE IL
FARMACO. LA METFORMINA IN CONDIZIONI DI IPOSSIEMIA AUMENTA
ENORMEMENTE IL RISCHIO DI ACIDOSI LATTICA.

2. SICONSIGLIA DI SOSTITUIRE METFORMINA CON SITAGLIPTIN, UN DPP4 INIBITORE
CHE HA UNA EFFICACE IPOGLICEMIZZANTE SIMILE E NON DA’ IPOGLICEMIA. PUO’
ESSERE PRESCRITTO IN PHARMASAFE (usare aggiungi farmaco per selezionarlo). LA
DOSE GIORNALIERA E’ 100 MG, 1CP AL MATTINO. Non ha effetti collaterali
significativi e non interferisce con altri farmaci. In caso di insufficienza renale

/~ (creafinina > 1.5 0 eGFR <45 mI/min] [a dose varidotta a 50 mg/die. (IT nuovo )
suggerimento e dovuto al fatto che il polmone ¢ ricco di DPP4, una dipeptidil-peptidasi 4,
che potrebbe svolgere un ruolo anche nell'infezione da COVID. L'inibizione di questa
peptidasi con SITAGLIPTIN potrebbe non solo aiutare il controllo della glicemia, ma
\____anche svolgere un ruolo nel ridurre l'inflammazione polmonare). Se il paziente viene J
dimesso a disposizione per fare il piano terapeutico richiesto da AIFA per la
prosecuzione del trattamento a domicilio.

3. ALTRIFARMACI ORALI POSSONO ESSERE MANTENUTIL
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Emerging Microbes & Infections @ 603

~ /A
A AN
S1 Domain \P ™

Figure 2. (A and B) Ribbon and a surface diagram showing the docking interface of modelled COVID-19 (grey) and human (D26
TS (orange)(PDB: 4QZV) complex. Predicted key residues involved in the interaction are shown in sticks (CD26 residues are underlined)
(C) Overall docking results showing the surface model of CD26 with COVID-19 predicted homo-trimer structure (ligand-bound
conformation).
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Sistema Socio Sanitario

Y/ e Eregions,, TRATTAMENTO DEL DIABETE E DELL'IPERGLICEMIA
ASST Papa Giovanni XXIII NEI PAZIENTI COVID-19
Malattie endocrine 1 - Diabetologia (20 Mmarzo 2020)
Direttore Roberto Trevisan
/ 4. IN CASO DI GLICEMIE A DIGIUNO > 180 MG/DL, INIZIARE CON LA SEGUENTE \

STRATEGIA DI BASALIZZAZIONE:
1. 10U DI GLARGINE DOPO CENA
2. BASTA MISURARE LA GLICEMIA AL MATTINO E PRIMA DI CENA

3. SE LA GLICEMIA AL MATTINO SUPERAT1150 MG/DL, AUMENTARE DI 2 U LA DOSE
LA SERA SUCCESSIVA E COSI' VIA. LA DOSE DI LENTA VA AUMENTATA
OGNI GIORNO DI 2 UNITA' SE LA GLICEMIA AL MATTINO SUPERA 1150

4. SE DURANTE LA GIORNATA SI RISCONTRANO VALORI DI GLICEMIA > 200-250
\ MG/DL, SOMMINISTRARE 5 U DI LISPRO /

PER QUALSIASI DUBBIO, PROBLEMA o CASI COMPLESSI E' SEMPRE DISPONIBILE IL
REPERIBILE
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Sistema Socio Sanitario

) 7/ / ol K [

ASST Papa Giovanni XXl

Malattie endocrine 1 - Diabetologia
Direttore Roberto Trevisan

TRATTAMENTO DEL DIABETE E DELL'IPERGLICEMIA
NEI PAZIENTI COVID-19
(20 marzo 2020)

NOTE AGGIUNTIVE SULLA TERAPIA INSULINICA NEI PAZIENTI TRATTATI CON

METILPREDNISOLONE

La terapia cortisonica ad alti dosaggi di steroide comporta una severa insulino-resistenza con
netto peggioramento dei valori glicemici in quasi tutti i pazienti diabetici.

Algoritmo di somministrazione di insulina glargine per pazienti in trattamento
steroideo con dosi “a scalare”. Il dosaggio di insulina tiene conto sia del peso corporeo del
paziente sia del dosaggio dello steroide e delle sue modificazioni (modificata da Clore JN and
Thurby-Hay L. Glucocorticoid-induced hyperglycemia. Endocr Pract 2009;15:469-74)

Dosaggio Metilprednisolone (mg/die)

Dosaggio Insulina Glargine (U/kg/die)

> 50 0,4
30-40 0,3
< 30 0,2

La somministrazione di glargine va eseguita alla sera ore 22 o alla mattina ore 8 in un'unica

somministrazione.
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Diabetes Care

O

Sitagliptin Treatment at the Time
of Hospitalization Was Associated
With Reduced Mortality in
Patients With Type 2 Diabetes
and COVID-19: A Multicenter,
Case-Control, Retrospective,
Observational Study

https://doi.org/10.2337/dc20-1521
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Mortality in patients with type 2 diabetes and COVID-19 treated with sitagliptin
or receiving standard of care

Overall (n=338) Mean glycemia during hospitalization

>
w0

1007 4007
MORTALITY 8 P =0.0004
= ()
2 D . B 4
EE S 75 S 300
Standard of care 529 s
a® .= D =
63 (37%) 5EE  50- 8%F 2001
£E7 SHE
3 o ©
SITAGLIPTIN 5 - & oo
31 (18%) ——i— Sitagliptin (n=169) Q
" i Standard-of-care (n=169) "
0 10 20 30 Standard-of-care  Sitagliptin
Hospitalization (days)
No at risk
Standard-of-care 169 120 45 22
Sitagliptin 169 127 51 26
]

Diabetes Care Publish Ahead of Print, published online September 29, 2020
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Table 2—Clinical outcomes in patients evaluated at follow-up (30 days)

Characteristic Standard of care  Sitagliptin P value
Mortality, n (%) 63 (37) 31 (18) 0.0001
Clinical score reduction, n (%)
=2 points 50 (34) 72 (52) 0.0005
<2 points 67 (46) 36 (26) 0.0005
Overall improvement of clinical score, n (%) 55 (38) 83 (60) 0.0001
Hospital discharge at day 30, n 89 120 0.0008
EIR (IU/day) 31 £ 2.8 30 = 3.8 0.83
(Glycemia (mg/dL) 170 + 9 139 =4 0.002%** )
Serum creatinine (mg/dL) 1.3 = 0.1 1.0 = 0.07 0.008*
Lymphocyte count (X 107%/L) 1.1 = 0.07 1.6 = 0.2 0.03"
\CRP (mg/L) 7.1 = 0.9 3.7 £ 0.5 0.001***"‘""‘/
D-dimer (pg/mL) 3,507 = 1,082 2,693 * 561 0.50*

Diabetes Care Publish Ahead of Print, published online September 29, 2020
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Table 3—Multivaniable analysis of factors associated with mortality in patients
with type 2 diabetes and COVID-19 treated with sitagliptin or with standard-

of-care therapy

OR (95% Cl)

P value

Treatment with sitagliptin
Sex (male)

Age (years)

Cancer

Cardiovascular disease
Chronic kidney disease
Use of hydroxychloroquine
Use of antiviral agents

0.23 (0.12-0.46)
1.05 (0.51-2.16)
1.07 (1.04-1.11)
1.74 (0.78-3.88)
2.5 (1.30-4.81)
1.12 (0.54-2.35)
1.47 (0.55-3.87)
0.91 (0.44-1.85)

0.0001
0.88
0.0001
0.17
0.006
0.74
0.43
0.79

Diabetes Care Publish Ahead of Print, published online September 29, 2020
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Indirect Roles
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Grazie per l'attenzione

Figo



