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La salute dei reni per tutti

Diabete mellito: prevenzione e nuove terapie: il punto di vista del diabetologo
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Colmare il divario
di conoscenze
per una migliore
cura dei reni.
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Diabetes around the world in 2021 IDF Diabetes Atlas

537millionadultsare living withdiabetesworldwide
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Type 2 diabetes Is the most common type of diabetes
accountingfor around90%of all diabetescases




DIABETES MONITOR
JOURNAL

ITALIAN DIABETES
REPORT 200
CLASSI DI 2000 2019
ETA Maschi Femmine Maschi e Maschi Femmine Maschi e
femmine femmine
Fino a 44 0,5 0,4 0,4 0,8 0,9 0,9
45-54 2,9 2,6 2,7 4,2 2,2 3,2
55-64 6,8 6,7 6,7 8,9 6,1 7,5
65-74 13,2 11,0 11,9 16,4 12,6 14,4
75-79 14,9 15,0 15,0 21,2 18,6 19,7
80 e oltre 14,4 14,9 14,8 23,9 17,9 20,1
65 e oltre 13,8 12,8 13,2 19,3 15,5 17,2

65 e oltre standardizzato (a) 13,6 13,4 : 19,3 15,5 {
Totale 3,6 3,9 @ 6.2 5,5 @
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Il costo del diabete
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FATTORI CHE CONTRIBUISCONO Al COSTI SANITARI ddl 2 |
DIRETTI PER IL DIABETE (Osservatorio ARNO 2019)
* La maggior parte dei costi del diabete € legato alle ospedalizzazioni. -
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ol rapido incremento a livello globale della prevalenzadel diabete di tipo 2 € stato associatoalla pandemiadi obesita e
sedentarietae, pertanto, molteplici strategie di salute pubblicafinalizzatealla prevenzionedel diabete sono focalizzatesul
controllo del pesocorporeoe sullapromozionedi stili di vita salutari

l rischiodi sviluppareil diabeteaumentada6 a14voltein basel t f Q SdDp@sbeil af 2t Q Ifisicasiodleh U L

Obesity unfavourabldifestyleandgeneticrisk of type 2 diabetes a casecohort study
Diabetologia 202@\pr 15. doi: 10.1007/s0012H20-051405. Onlineaheadof print

Andamento per 7 classi del BMI (%)

Annali
AMD 2020
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Valeria H:anlnrdl,(mordlmm), Alberto Aglialoro, Massimiliano Cavallo, Roberta Celleno, Elena
. . ole . . . . . . . Cimino, Domenico Cucinotta, Andrea Da Porto, Salvatore De Cosmo, Fabrizio Diacono, Graziano
Il grafico mostra un’ampia variabilitd ne ibuzione dei valori di B ¢lla popolazione, DiGan Carlo BrunaGiord, EisaManicard Robert Wan, Adres Wichl, onica Hodogao,
Maria Antonietta Pellegrini, Pamela Piscitelli, Alberto Rocca, Natalino Simioni, Franco Tuccinardi,

con percentuali significative di pazienti con BMI superiore a 30 Kg/m™. Bk Heasiee « Pace S



Popolazione adulta
(18-65 anni)

MANTENERE PORZIONI
MODERATE

B (possono variare

% su base nazionale)

.....

BERE VINO
CON MODERAZIONE

© .0 ERBE, SPEZIE, AGLIO, CIPOLLE NEL RISPETTO
\\5\‘%‘& (per ridurre il sale aggiunto DELLE
O “p TRADIZIONI
°$ SOCIALI
N & ERELIGIOSE

USRS ) , "™
?:o\?“ -2 porzion PANE, PASTA, RISO, COUSCOUS
?Q‘\ ¢ altri cereali preferibilmente integrali

CONVIVIALITA  STAGIONALITA  PRODOTTI LOCALI

ATTIVITA FISICA
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il meno
possibile

guardare la TV

© .
usare il computer
e i videogiochi
stare seduto per
pit di 30 minuti.

attivita 2 - 3 volte
ricreative a settimana esercizi
muscolari

olf
gow“,,g stretching, yoga,
giardinaggio flessioni, piegamenti,

sollevamento pesi

3 - 5 volte
a settimana attivita ricreative

esercizi aerobici

(almeno 20 minuti) (almeno 30 minuti)
nuotare, camminare calcio, tennis,
a passo svelto, basket, arti marziali,
andare in bicicletta ballo, escursioni ®

ogni giorno
il piu possibile

passeggiare con il cane, scegliere strade pit lunghe,
fare le scale invece che prendere 'ascensore,

camminare per andare a fare la spesa, fare giardinaggio,

posteggiare la macchina lontano da casa




Complications of Diabetes Mellitus

5
N £95°4  Cerebrovascular
= /. ‘4@ %’\{» Diseases
EyeDamage 4 (@) ) Lol

Coronary Heart
Disease

Permanent Kidney

Damage

Peripheral Neuropathy

Diabetic Foot \' . /



Annali AMD 2020

Soggetti con micro/macroalbuminuria (%) Andamento per 4 classi del filtrato glomerulare (%)

21,9

43,8

= <30,0 30,0-59,9 = 60,0-89,9 = >=90,0
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Cento anni di insulina, cento anni
di progresso e innovazi
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AMD, SID E aIFa CELEBRANO 1 CAMPION) CHE CON CORAGGIO
E SEMPLICITA CONVIVONO COL DIABETE DA OLTRE MEZZO secoLo
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Bologna, 27/30 Omobre 2021 Riccione, 27/30 Novembro 2021
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REWIND VERTIS-CV
Dulaglutide (GLP-1ra) Ertughifiozin (SGLT2I)
N=9,622 N=8,000

LEADER CANVAS PIONEER 6 CAROLINA EMPEROR-Preserved EMPA-Kidney
Liraglutide (GLP-1ra) Canaglifiozin (SGLT2I) Semagiutide PO (GLP-1ra) LinagSiptin (OPP-4I) Empaghifiozin (SGLT2I) Empaglifiozin (SGLT2i)
N=9,340 N=10,142 N=3,176 N=6,103 N=4,126 N=5,000

AleCardio EMPA-REG Outcome SUSTAIN-6 EXSCEL HARMONY-Outcomes CARMELINA EMPEROR-Reduced SCORED
Aleglitazar (PPARa) Empaglifiozin (SGLT2i) Semagiutide SC {(GLP-1ra) Exenatide (GLP-1ra) Albitglutide (GLP-1ra) Linagliptin (DPP-4i) Empaglifiozin (SGLT2i) Sotaglifiozin (SGLT2i)
N=7.226 N=7,020 N=3,297 N=14,752 N=9,574 N=7,003 N=2850 N=10,500

A3x22 AR x

2016 2017 2018 2019

SAVOR-TIMI-53 ELIXA FREEDOM-CVO DECLARE-TIMI 58 Dapa-CKD SOLOIST-WHF DELIVER

Saxagliptin (DPP-4i) Lixisenatide (GLP-1ra) ITCA 650 (GLP-1ra) Dapaglifiozin (SGLT2i) Dapaglifiozin (SGLY2i) Sotaglifiozin (SGLT21) Dapaglifiozin
N=16,492 N=6,068 N=4,156 N=17,.276 N=4,000 N=4 000 N=4.700

TECOS OMNEON CREDENCE

- comploted Sitagliptin (OPP-41) Omarigliptin (DPP-41) Canaglifiozin (SGLYT21)
xompieted N=14 671 N=4 202 N=4 401
B pretminacry
B terminated TOSCA-T DAPA-HF
Ploglitazone (PPARa) Dapaglifiozin (SGLT21)

[l on-going and anticipated completion N=3,371 N=4,500
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Agonistrecettorialidel GLP1

Exenatide b.i.d.  50ghb.id. . 10gbid ]
Lixisenatide
Liraglutide
Exenatide once weekly
Dulaglutide S tsmgew® | n®YA [06P ¥
Albiglutide [ 30 mg q.w’ |
Semaglutide s.c. [ omgaw
Semaglutide oral | 3 mg a.d.
L s s 1 3+ 3 2 1 4 3 o 1 4 3 o 1 3 4 el

0 2 4 6 8 10 12
Time after initiating treatment [weeks]

* In monoterapia ed in soggetti potenzialmente vulnerabili

Nauck MAGLP1 receptor agonists in the treatment of type 2 diabetes e staft¢he-art. MOLECULAR METABOLISM 2020.
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1. Smilowitzet al.Circulation 2014;129(22):2302312.
2. Gupta.Indian J Endocrindlletab. 2013;17(3):413121.
3. Kalra S, et alndian J Endocrindetab. 2016;20(2):25467.
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- P<0.0010

P<0.0001

+

—20- P=0.0023
: B Exenatide twice daily [] Liraglutide
[] Lixisenatide [ Exenatide once weekly [ Dulaglutide

[] Albiglutide M Semaglutide
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GLP1 RA e riduzione di peso
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CGETGOAL-X LEAD-6 DURATION-1 ~ DURATION-5 = DURATION-6  HARMONY 7 AWARD-1 AWARD-6 SUSTAIN-3 SUSTAIN-7

P<0.0500

k—'—) e —
P<0.0001

P<0.2235
S —
P=0.8900 P=0.0005 P=0.0011

—b P<0.0001

Change in body weight compared with baseline (kg)

+

B Exenatide twice daily ~ [] Liraglutide [] Albiglutide M Semaglutide
[ ] Lixisenatide L] Exenatide once weekly [ Dulaglutide
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GLP-1 receptor Placebo, Hazard ratio NNT pvalue

agonist, n/N (%) n/N (%) (95% CI) (95% 1)
Three-point MACE
ELIA 400/2034(13%)  392/3034(13%) —— 102 (0-89-1.17) 078
LEADER G0B/4668 (13%)  604/4672 (15%) . 0-87 (078-0-97) 001
SUSTAIN-G 108/1648 (7%) 146/1649 (9%) T 074 (0-58-0-95) 0016
EXSCEL 839/7356 (11%)  GOS/796 (12%) & 0-91 {0-83-1.00) 0-061
Harmony Outcomes 338/4731 (7%) 4284732 (9%) —— 078 (0-68-0-50) 00006
REWIND 594/4940 (12%)  663/4952 (13%) = 0-88 (0-79-0-99) 0026
PIOMEER & 61/1591 (4%) 76/1552 (5%) x| 079(057-1-11) 017
AMPLUTUDE-C 188/2717 (7%) 125/1359 (9%) — 073 (055078 00065
Subtotal (F=44-5%, p=0-082) Lo 0-86 (0-80-0-93) 65 (45-130) «0-0001
Cardiovascular death
ELI{A 156/3034 (5%) 158/3034 (5%) —— TreEHeFE=T22) 085
LEADER 219/4668 (5%) 2784672 (6%) —— 078 (0-66-0-93) 0007
SUSTAIN-6 4411648 (3%) 46/1649 (3%) — 0-98 (0-65-1-48) 052
EXSCEL 340/7356 (5%) 3837396 (5%) —— 0-88 (0:76-1-02) 0096
Harmany Dutcomes 127/4731 (3%) 12014732 (3%) —— 093 (073-119) 058
REWIND 317/4949(6%)  346/4952 (7%) - 0-91(078-1.06) on
PIONEER & 15/1591 (1%) 30/1592 (2%) 4—————— -0-92) 0021
AMPLITUDE-O 752717 (3%) 50/1359 (4%) — 072 (050-1.03 007
Subtotal (F=13-4%, p=0-33) <> 0-87 (0-B0-0-94) ) 163 (103-353) 00010
Fatal or non-fatal myocardial infarction
ELIXA 703034 (9%) 261/3034 (9%) — 1.03 [0-87-122) 071
LEADER 252/4668 (6%) 33974672 (7%) —l 0-86 (073-1.00) 0046
SUSTAIN-6 541648 (3%) 67/1649 (4%) — 0-81{0-57-116) 026
EXSCEL 4837356 (7%) 49317396 (7%) — 087 (0-85-110) 0682
Harmony Dutcomes 1814731 (4%) 240/4732 (5%) — 075 (0-61-0-90) 0003
REWIND 223/4949 (5%) 231/4552 (5%) — 0-96 (079-1-15) 083
PIOMEER & 37/1591 (%) 351592 (2%) —lo— 1.04 (0-66-1-66) 0-49
AMPLITUDE-O Q12717 (3%) 581359 (4%) — 075(0-54-1-05 009
Subtotal (F=26-9%, p=0-21) fe 0-90 (0-83-0-98) ) 175(103-878) 0020
Fatal or non-fatal stroke
ELINA 67/3034 (2%) 60/3034 (2%) — 112 (079-158) 054
LEADER 173/4668 (4%)  199/4672 (4%) — 0-86 (0.71-1.06) 016
SUSTAIN-6 30/1648 (2%) 46/1648 (3%) S 065 (0-41-103) D066
EXSCEL 187/7356 (3%) 218(7396 (3%) — 0-85(070-1.03) 0095
Harmany Dutcomes 94/ 4731 (2%) 108/4732 (2%) — 0-86 (0-66-1-14) 030
REWIND 158/4949(3%)  205/4952 (4%) —— 076 (0-62-0-94) 0010
PIDNEER 6 13/1591 (1%} 17/1552 (1%) » 076(0-37-1586) 0-43
AMPUTUDE-O 4712717 (2%) 31/1359 (2%) —— 019
Subtotal (F=0-0%, p=0-64) < 083 (0-76-0-92) | 198 (140-421) 00002

ofs | 15
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Favours GLP-1 receptor agonists  Favours placebo
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GLP-1 receptor Placebo, Hazard ratio NNT p value

agonist, nfM (%)  n/M (%) (95% 1) (95% 1)
All-cause mortality
ELIA 2113034 (7%) 273/3024 (7%) = 0-94 (0-78 to 1-13) 050
LEADER 3IBL/4668 (8%)  447/4672 (10%) - 0-85 (074 to 0.57) 0402
SUSTAIN-6 62/1648 (4%) B0/1549 (4%) — 105 {074 to 1.50) 079
EXSCEL 5077356 (7%) 5B4/7396 (B%) - 0-86 (077 to 0-97) 0-6*
Harmany Outcomes 196/4731 (4%) 205/4732 (4%) & 0-95 (079 to 1.16) 0-64
REWIND 536/4949(11%)  592/4952 (12%) = 0-90 (0-B0 to 1.01) 0067
PIONEER & 23/1551 (1%) 45/1552 (3%) — 0-51(0-31 to 0-84) 0-008
AMPLITUDE-O 1113717 (4%) 65/1359 (5%) — 011
Subtotal ("=10-1%, p=0-35) & 114 (76 to 228) 0-0001
Hospital admission for heart failure
ELDA 122/3034 (4%)  127/3034 (4%) - 075
LEADER 218/4668 (5%) 248/ 4672 (5%) — 0-87 (073 to 1-05) 014
SUSTAIN-6 591648 (4%) 541649 (3%) — 111 {077 to 1.61) 057
EXSCEL 2197356 (3%) 2317396 (3%) o 0-94 (078 to 1-13) 0-49
Harmony Dutcomes 794731 (2%) 111/4732 (2%) —— 071 (053 to 0-54) 0019
REWIND 213/4949 (4%) 226/4952 (5%) = 0-93 (077 to 1.13) 0-46
PIONEER & 2171591 (1%) 24/1552 (2%) —_— 0-86 (D-48 £5 1.55) 059
AMPLTUDE-O A0/2717 (1%) 31/1359 (2%) S 004
Subtotal (I'=3-0%, p=0-41) s 258 (158 to1422) 0-013
Compaosite kidney outcome including macroalbuminuria
ELDCA 172/2647 (6%) 203/2639 (8%) — 0-84 (0-68 to 1.02) 0-083
LEADER 268/4668 (6%) JATIA67 2 (78) = 0-78 (0-67 tn0-92) 0-003
SUSTAIN-5 6211648 (4%) 100/1645 (6%) — 0-64 (0-46 to 0-88) 0005
EXSCEL 366/6256 (6%) 407/6222 (7%) - 0-88 (076 to 1-01)
REWIND B4B/4949(17%)  S70/4952 (20%) . 0-85 (D77 to0-93)
AMPLTUDE-C 3532717 (13%) 25001359 (18%) 5 s
Subtotal (I=47-5%, p=0-0940) & 079 (073 to 0-87) 47 (37 to 77)
Worsening of kidney function
ELIA 4143031 (1%) 35/3032 (1%) —_— 1-16 (074 to 1-83)
LEADER B7/4668 (2%) 97/4672 (2%) = 0-89 (0-67 to 1-19)
SUSTAIN-6 18/1648 (1%) 14/1649 (1%) _|_._ 1.28 (0-64 to 2.58)
EXSCEL 246/6456 (4%) 2726458 (4%) — 0-88 (0-74 to 1-05)
REWIND 160/4949 (3%) 237/4952 (5%) - 070(0-57 to 0-85)
AMPLITUDE-C 712717 (<1%) 7/1359 (1%) 735 (0-10to 1.
Subtotal (I"=43-0%, p=0-12) <3 0:86 (072 to 1-02) 241 (120 to -1694)1

05 1 15
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Favours GLP-1 receptor agonists  Favours placebo

Sattar N. Cardiovascular, mortality, and kidney outcomes withlGEeeptor agonists in patients with type 2 diabetes: a sy
Lancet Diabetes Endocrinol August 20. 2021
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Composite KidneyRR reduction 21%

e-GFR: RR reduction 14%

nd metanalysis of randomised trials.
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SGLT, sodium glucose cotransporter. K
*Loss of ~ 80 g of glucose per day = 240 cal/day.
1. Bakris GL, et &lidney Int2009;75;12721277.




_—~ J,Systolic blood pressure

— Natriuresis

J Arterial stiffness

J/Plasma volume
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Hemodynamic
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SGLT2i: efficacia sulla glicata
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Favours SGLT2i Favours comparators

0 -
Panel A Panel B
0,2 3 A OK % D¢
AYKAOAUZNR 6SNB Xnagh}{ozm
04| T F& B RRO2 AyadzZ A
g R y y Dapaglifiozin
3 0,6 —E T Empagliflozin
§ oo 3 e
: T pragliflozin
-0,8 J_
; N 24 weeks
Canagliflozin
-1,2 | 1 Dapaglifiozin
12 | 24 | 52 | 10 12 [ 24| 52 [ 104 v
'weeks weeks  weeks weeks weeks | weeks weeks | weeks | Empaglifiozin
Difference in means 0.63 -0.63 -0.66 -0.60 079 -0.83 -093 - Ipraglifiozin
Lower limit, 95%, CI -0.68 -0.70 -0.74 -0.81 -0.90 -093 -1.06 -
Higher limit, 95%, CI -0.57 -0.57 -0.57 -0.40 -0.67 -0.72 -0.81 .
P-value <0.001 <0.001 <0.001 <0.001 <0.001 <0.001 <0.001 -
Number of trials 53 39 17 6 3 3 3 -

N trials

10
21
14
7

18
10

MH-OR [95%.Cl] p

-0.66[-0.76;-0.56]
-0.54[-0.62:-0.47)
-0.67[-0.74;-0.60]
-0.76[-1.07:-0.44]

-0.68[-0.83:-0.53]
-0.59[-0.67:-0.51]

-063[-0.73:-0.53)
-0.52[-1.49,049]

Monami M.Short and medium-term efficacy of sodium glucoseco-transporter-2 (SGLT-2) inhibitors: A meta-analysis of randomized clinical trials.

Diabetes Obes Metab.2018:20:1213i 1222.

<0.001
<0.001
<0.001
<0.001

<0.001
<0.001

<0.001
0.32
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Figure 1. Effects of Sodium-Glucose Cotransporter 2 Inhibitors on Major Adverse Cardiovascular Events—Composite of Myocardial Infarction,

Stroke, or Cardiovascular Death

'A| Overall MACEs

Treatment Placebo
Rate/1000 Rate/1000 Hazard ratio Favors | Favors

No./total No. patient-years No./total No. patient-years (95% CI) treatment placebo Weight, %
EMPA-REG OUTCOME 490/4687 37.4 282/2333 439 0.86 (0.74-0.99) I—O—E 15.72
CANVAS program NA/5795 26.9 NA/4347 315 0.86 (0.75-0.97) I—.—| 20.12
DECLARE-TIMI 58 756/8582 22.6 803/8578 24.2 0.93 (0.84-1.03) I-G‘-I 32.02
CREDENCE 217/2202 38.7 269/2199 48.7 0.80 (0.67-0.95) I—.—| 10.92
VERTIS CV 735/5499 40.0 368/2747 40.3 0.99 (0.88-1.12) |—0—| 21.23
Fixed-effects model (Q=5.22; df=4; P=.27; 12 =23.4%) 0.90 (0.85-0.95) <>

0.2 i
HR (95% CI)

Figure 2. Effects of Sodium-Glucose Cotransporter 2 Inhibitors on Cardiovascular Death
[A] Overall CV death

Treatment Placebo

Rate/1000 Rate/1000 Hazard ratio Favors | Favors

No./total No. patient-years No.f/total No. patient-years (95% CI) treatment placebo Weight, %
EMPA-REG OUTCOME 172/4687 124 137/2333 20.2 0.62 (0.49-0.77) e 15.61
CANVAS program NA/5795 11.6 NA/4347 12.8 0.87 (0.72-1.06) I—O——| 21.32
DECLARE-TIMI 58 245/8582 7.0 249/8578 7.1 0.98 (0.82-1.17) I—O—| 25.24
CREDENCE 110/2202 19.0 140/2199 24.4 0.78 (0.61-1.00) I—Q—E 13.05
VERTIS CV 341/5499 17.6 184/2747 19.0 0.92 (0.77-1.10) |—0~—| 24.77
Fixed-effects model (Q=11.22; df=4; P=.02; I2=64.3%) 0.85(0.78-0.93) <

0.2 o i
HR (95% Cl)
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Figure 3. Effects of Sodium-Glucose Cotransporter 2 Inhibitors on Hospitalization for Heart Failure

|A ]| Overall HHF

Treatment Placebo
Rate/1000 Rate/1000 Hazard ratio Favors : Favors
No./total No. patient-years No./total No. patient-years (95%Cl) treatment placebo
EMPA-REG OUTCOME 126/4687 9.4 95/2333 14.5 0.65 (0.50-0.85) —e—
CANVAS program NA/5795 5.5 NA/4347 8.7 0.67 (0.52-0.87) —o—
DECLARE-TIMI 58 212/8582 6.2 286/8578 85 0.73(0.61-0.88) e
CREDENCE 89/2202 15.7 141/2199 253 0.61(0.47-0.80) —o—
VERTIS CV 139/5499 7.3 99/2747 10.5 0.70(0.54-0.90) —eo—
Fixed-effects model (Q=1.39; df =4; P=.85; 12=0.0%) 0.68 (0.61-0.76) 4 |
0.2 - i
HR (95% Cl)

Weight, %
16.09
17.10
33.72
16.01
17.08

Figure 4. Effects of Sodium-Glucose Cotransporter 2 Inhibitors on Kidney-Related Outcomes

E Overall kidney outcomes

Treatment Placebo

Rate/1000 Rate/1000 Hazard ratio Favors ;| Favors

No./total No. patient-years No./total No. patient-years (95% CI) treatment placebo
EMPA-REG OUTCOME 81/4645 6.3 71/2323 11.5 0.54 (0.40-0.75) —e—
CANVAS program NA/5795 5.5 NA/4347 9.0 0.60(0.47-0.77) —eo—
DECLARE-TIMI 58 127/8582 3.7 238/8578 7.0 0.53 (0.43-0.66) o
CREDENCE 153/2202 27.0 224/2199 40.4 0.66 (0.53-0.81) H—o—
VERTIS CV 175/5499 9.3 108/2747 11.5 0.81 (0.64-1.03) I—H
Fixed-effects model (Q=7.96; df =4; P=.09; 12=49.7%) 0.62 (0.56-0.70) <o
0.2 o ——

HR (95% C1)
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25.28
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Diabetes Care

AMTEICAN DIARETIS sV acieTaw

STANDARDS OF
MEDICAL CARE
IN DIABETES—2021

Eol o

FIRST-LINE Therapy is Metformin and Comprehensive Lifestyle (including weight management and physical activity)

INDICATORS OF HIGH-RISK OR ESTABLISHED ASCVD, CKD, OR HF*
]

+ASCVD/Indicators
of High Risk

» Established ASCVD

* Indicators of high

ASCVD risk (age =55

years with coronary,

carotid, or lower-extremity

artery stenosis >50%,

or LVH)

SGLT2i with proven
benefit in this
population®®?

If further intensification
is required or patient is
unable to tolerate GLP-1
RA and/or SGLT2i, choose
agents demonstrating
CV benefit and/or safety:

= For patientson a
GLP-1 RA, consider
adding SGLT2i with
proven CVD benefit
and vice versa’

- TZD¢

= DPP-4i if not on
GLP-1 RA

= Basal insulin®

= SU*

Proven CVD benefit means it has label indication of reducing CVD events

Low dose may be better tolerated though less well studied for CVD effects

Degludec or U-100 glargine have demonstrated CVD safety

Choose later generation SU to lower risk of hypoglycemia;
glimepiride has shown similar CV safety to DPP-4i

Be aware that SGLT2i labelling varies by region and individual agent
with regard to indicated level of eGFR for initiation and continued use
E liflozi and d f have shown reduction
in HF and to reduce CKD p in CVOTs. C: and
dapagliflozin have primary renal outcome data. Dapaglifiozin and
empaglifiozin have primary heart failure outcome data.

CONSIDER INDEPENDENTLY OF BASELINE A1
INDIVIDUALIZED A1C TARGET, OR METFORMIN USE*

PREFERABLY

TOA
THERAPEU
INERTIA RE£

SGLT2i with

in
CVOTs*#*
OR
GLP-1 RA with
proven CVD
benefit’ if SGLT2i
not tolerated or
contraindicated
A
For patients with T2D
and CKD?® (e.g., eGFR
<60 mL/min/1.73 m?) and
thus at increased risk of
cardiovascular events

SGLT2i

with
proven
CVD
benefit'

opPP-4i | | GLP-1RA | | saumi 2D
v v v 2
IfA1C If A1C 1fAIC IfA1C
above above above above
target target target target
v v Vv v
| |ep1ral| | sourzi
SGLT2i SGLT2i oR on
OR OR OPP-ai DPP-4i
20 120 on OR
20 GLP-1RA
[ If A1C above target |

v

PR

Continue with addition of other agents as outlined above ]

v

If A1C above target I

v

Consider the addition of SU* OR basal insulin:

= Choose later generation SU with
lower risk of hypoglycemia

= Consider basal insulin with lower risk of hypoglycemia®

. Ifno

. Proven benefit means it has label indication of

reducing heart failure in this population
Refer to Section 11: Microvascular Complications and Foot Care

. Degludec / glargine U-300 < glargine U-100 / detemir < NPH insulin

> > > >

(e, no d CVD, low risk of
hypoglycemia, and lower priority to avoid weight gain

or no weight-related comorbidities)

. Consider country- and region-specific cost of drugs. In some

and DPP-4; are

TZDs are relatively more

W

COMPELLING NEED TO
MINIMIZE WEIGHT GAIN OR
PROMOTE WEIGHT LOSS ]
SuU TZD"

GLP-1 RA with | |
good efficacy

for weight seLr2i J’ \l’

loss'™ [ If A1C above target ]

If A1C above target I

¥ v

GLP-1 RA with
good efficacy

for weight \1, \1,

loss'®
If A1C above target ]

Vv v N )\

TZD" su*

SGLT2i

If A1C above target
‘1, \1, Insulin therapy basal insulin
with lowest acquisition cost
If quadruple therapy required,
or SGLT2i and/or GLP-1 RA not OR
tolerated or cgntrannd:cated, use Consider other therapies
regimen with lowest risk of based on cost
weight gain
PREFERABLY
DPP-4i (if not on GLP-1 RA)
based on weight neutrality
If DPP-4i not tolerated or
contraindicated or patient already
on GLP-1 RA, cautious addition of:
= SU* » TZD? - Basal insulin
t Actioned these b new clinical gardless of background
* Most inthe trials were on metformin at baseline as

glucose-lowering therapy.



Pazienti con pregressi eventi

. . Pazienti con scompenso
cardiovascolari e senza

cardiaco

Pazienti senza pregressi eventi
cardiovascolari

scompenso cardiaco

Inibitori SGLT2

Agonisti recettore GLP1 Inibitori SGLT2
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Figure 24. Overview of select large, placebo-controlled clinincal outcome trials assessing the benefits and harms of SGLT?2 inhibitors, GLP-1

receptor agonists,

EMPA-REG OUTCOME  eGFR 230 ml/min per 1.73 m* MACE

EMPEROR-Preserved  No criteria CV death or hospitalization for HF

EMPEROR-Reduced  eGFR >20 ml/min per 1.73 m? CV death or hospitalization for HF
Canaglifiozin = CANVAS trials €GFR 230 ml/min per 1.73 m? MACE

CREDENCE ACR >300 mg/g [30 mg/mmol]and  Progression of CKD

eGFR 30-90 ml/min per 1.73 m*

Dapaglifiozin DECLARE-TIMI 58 CrCl 260 ml/min Dual primary outcomes: MACE and the composite o
hospitalization for heart failure or CV death*

DAPA-CKD eGFR 25-75 ml/min per 1.73 m* First occurrence of a 250% decline in eGFR, the onsg
of kidney failure, or death from renal or CV causes
DAPA-HF eGFR 230 ml/min per 1.73 m* CV death or worsening HF
Ertuglifiozin  VERTIS-CV No criteria MACE
Sotagliflozin = SCORED eGFR 25-60 ml/min per 1.73 m* Deaths from CV causes, hospitalizations for HF, and
urgent visits for HF
SOLOIST No criteria Deaths from CV causes and hospitalizations and

urgent visits for HF

pnital mycotic infections, DKA

nital and urinary tract infections, hypotension

nital tract infections

nital mycotic infections, DKA
jor hypoglycemia, volume depletion
ne notable

nital mycotic infection, urinary tract infections
Gl, genital mycotic infections, volume

Lixisenatide ~ ELIXA eGFR 230 ml/min per 1.73 m? MACE
Liraglutide LEADER eGFR 215 ml/min per 1.73 m* MACE
Semaglutide® SUSTAIN-6 Patients treated with dialysis MACE
excluded

PIONEER 6 eGFR 230 ml/min per 1.73 m? MACE
Exenatide EXSCEL eGFR 230 ml/min per 1.73 m? MACE
Albiglutide ~ HARMONY eGFR 230 ml/min per 1.73 m? MACE site reactions
Dulaglutide ~ REWIND eGFR 215 ml/min per 1.73 m? MACE
Efpeglenatide AMPLITUDE-O eGFR25-59.9 mi/minper 1.73m*  MACE
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Nota AIFA 100 (versione del 25 gennaio 2022)

NOTA AIFA 100 - Prescrizione degli inibitori del SGLT2, degli agonisti recettoriali del GLP1, degli inibitori
del DPP4 e loro associazioni nel trattamento del diabete mellito tipo 2

Farmaci a carico SSN inclusi
nella Nota AIFA

INIBITORI SGLT2
¢ canagliflozin

¢ dapagliflozin
s empagliflozin
¢ ertuglifiozin

AGONISTI RECETTORIALI GLP1
¢ dulaglutide

e exenatide

¢ exenatide LAR

e liraglutide

o lixisenatide

¢ semaglutide

INIBITORI DPP4
¢ alogliptin

e linagliptin

» saxagliptin

® sitagliptin

¢ vildagliptin

ASSOCIAZIONI PRECOSTITUITE
¢ canagliflozin/metformina
¢ dapagliflozin/metformina
s empagliflozin/metformina
e empagliflozin/linagliptin

¢ ertugliflozin/ metformina
¢ saxagliptin/dapagliflozin

o degludec/liraglutide

¢ glargine/lixisenatide

¢ alogliptin/metformina

» alogliptin/pioglitazone

o linagliptin/metformina

¢ saxagliptin/metformina

¢ sitagliptin/metformina

¢ vildagliptin/metformina

La presente Nota AIFA ha I'obiettivo di definire, sulla base delle principali evidenze disponibili,
i criteri di prescrivibilita e di rimborsabilita da parte del SSN degli inibitori del SGLT2, degli
agonisti recettoriali del GLP1 e degli inibitori del DPP4 nei pazienti adulti con diabete mellito
tipo 2 in controllo glicemico inadeguato (emoglobina glicata -HbAlc- superiore a 53
mmol/mol o 7.0%).

La prescrizione a carico del SSN deve avvenire nel rispetto delle indicazioni contenute nella
Nota e prevedere la compilazione della Scheda di valutazione e prescrizione (All.1) da parte
dei Medici di Medicina Generale o degli Specialisti secondo quanto riportato nella tabella
sottostante.

Prescrittori Farmaci

Inibitori SGLT2 (SGLT2i)

(in monoterapia e in associazione fissa o estemporanea con altri farmaci, ad
eccezione dell’associazione con agonisti recettoriali del GLP1 o con inibitori del
DPP4)

Tutti i MMG e gli specialisti . N
Agonisti recettoriali GLP1 (GLP1-RA)

SSN autorizzati dalle

Regioni® (in monoterapia e in associazione fissa o estemporanea con altri farmaci, ad
eccezione dell’associazione con inibitori del SGLT2)
Inibitori DPP4 (DPP4i)
(in monoterapia e in associazione fissa o estemporanea con altri farmaci, ad
eccezione dell’associazione con inibitori del SGLT2)

Esclusivamente  specialisti

Le associazioni fisse o estemporanee di:
- inibitori del SGLT2 + inibitori del DPP4
- inibitori del SGLT2 + agonisti recettoriali del GLP1
(in associazione o in alternativa ad altri farmaci antidiabetici)

del SSN che operano in
strutture individuate dalle
Regioni per il trattamento
del diabete mellito

Apud prescrivere chi & autorizzato dalle Regioni ad accedere al sistema Tessera Sanitaria per la Scheda di
valutazione e prescrizione.




C. L'obiettivo_di_emoglobina_glicata_(HbAlc) nel paziente trattato con farmaci non associati a ipoglicemia &

generalmente al di sotto di 53 mmol/mol (7.0%), valore che consente di ridurre l'incidenza e la progressione delle
complicanze micro e macrovascolari e la mortalita. Un controllo piu intensivo con valori al di sotto di 48 mmol/mol
6.5%) puod essere considerato in casi selezionati sulla base del giudizio clinico. In caso di utilizzo di farmaci associati a
ipoglicemia &, invece, opportuno mantenere I'HbA1c a livelli relativamente piu elevati, intorno a 58 mmol/mol (7.5%).

D. Qualora uno schema teraeeutico contenente metformina !da sola o0 associata ad altri farmaci! non sia sufficiente al
raggiungimento/mantenimento dell’obiettivo individuale stabilito di HbA1c, si dovra considerare |’associazione e/o la

|
sostituzione di uno o piu di essi. In particolare:

= Uninibitore del SGLT2* o un agonista recettoriale del GLP1* (entrambi quando non controindicati e ben tollerati)
dovrebbero essere considerati preferenzialmente nei seguenti scenari clinici:

1. Paziente in prevenzione CV secondaria

2. Paziente in prevenzione CV primaria che presenta un rischio CV elevato

= Un inibitore del SGLT2* (quando non controindicato e ben tollerato) dovrebbe essere considerato

preferenzialm

T scenari clinici:

Paziente con malattia renale cronica (presenza di VFG <60 mL/min e/o di albuminuria micro o macro)**

Paziente con scompenso cardiaco

* per i principi attivi per i quali esiste UTadimrostrazione-di-am-bemefictochmico ST tall parametri.

** nel rispetto degli RCP dei singoli farmaci. Si veda tabella B






