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DISCLOSURE

In qualita di RELATORE, ai sensi dell’art.76 sul Conflitto di Interessi dell’Accordo Stato-Regioni
del 2 febbraio 2017, dichiaro che negli ultimi due anni ho avuto i seguenti rapporti di
finanziamento con soggetti portatori di interessi commerciali in campo sanitario:

e Sanofi Aventis, Abbott

* Eli Lilly, Bayer

 MSD Italia, Novo Nordisk
* Menarini Diagnostics

Dichiaro, inoltre, che i contenuti formativi esposti sono indipendenti da interessi
commerciali.
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1. Obiettivi terapeutici

2. Terapia nutrizionale
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2. Terapia nutrizionale

2.1 Si suggerisce una terapia nutrizionale strutturata per il trattamento del diabete mellito di tipo 2.

Forza della raccomandazione: debole. Qualita delle prove: bassa.

2.2. Si suggerisce una terapia nutrizionale bilanciata (dieta Mediterranea), piuttosto che a basso
contenuto di carboidrati, per il trattamento del diabete mellito di tipo 2.

Forza della raccomandazione: debole. Qualita delle prove: bassa.

https://snlg.iss.it/wp-content/uploads/2023/02/LG_379 diabete_ed2022.pdf
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2. Terapia nutrizionale

2.3. Si suggerisce una terapia nutrizionale che preveda l'uso prevalente di alimenti a basso indice
glicemico rispetto a quelli ad alto indice glicemico per il trattamento del diabete mellito di tipo 2.

Forza della raccomandazione: debole. Qualita delle prove: bassa.

https://snlg.iss.it/wp-content/uploads/2023/02/LG_379 diabete_ed2022.pdf
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Pazienti con diabete di tipo 2 senza Pazienti con diabete di tipo 2 con pregressi
pregressi eventi cardiovascolari eventi cardiovascolari

EECTRETLE OIS

N.B. SULFONILUREE e GLINIDI NON RACCOMANDATE

|

Inibitori SGLT2

N.B. SULFONILUREE e GLINIDI e PIOGLITAZONE NON RACCOMANDATI

https://snlg.iss.it/wp-content/uploads/2023/02/LG_379 diabete_ed2022.pdf

Pazienti con diabete di tipo 2 con
scompenso cardiaco
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Effetti del trattamento con farmaci antidiabetici sulla HbAlc rispetto alla
metformina (metanalisi network: pannello A 52 settimane; pannello B2104

settimane).
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Ipoglicemia

Controllo glicemico intensivo e rischio ipoglicemico:
risultati di una revisione sistematica con metanalisi e analisi sequenziale
di studi randomizzati controllati

ACCORD 2008 830/5128 261/5123
ADVANCE 2008 150/5571 81/5569
IDA 2009 0/51 0/51
VADT 2009 76/892 28/899
Total (95% CI) 1094/14 887 380/12 957
Test for heterogeneity: 12=0.08, ¥2=15.01,

df=4, P=0.005, 12=73% 0.01 0.1
Test for overall effect: z=5.10, P<0.001 Favours
intensive

No of events/total
Study Intensive  Conventional Risk ratio
control control (Mantel-Haenszel,
random) (95% CI)
VA CSDM 1995 5/75 2/78 =
Jaber 1996 0/23 0/22
UKPDS 1998 33/3071 8/1138 ———
Kumamoto 2000 0/55 0/55
Bagg 2001 0/21 0/22

¢

1 10 100

Favours
conventional

Wel?'at Risk ratio
(%) (Mantel-Haenszel,

3.8
0.0
12.3
0.0
0.0
33.0
28.5
0.0
22.4
100.0

random) (95% ClI)

2.60 (0.52 t0 12.99)
Not estimable
1.53 (0.71 to 3.30)
Not estimahle
Not estimable
3.18 (2.7810 3.63)
1.85(1.42t0 2.42)
Not estimable
2.74(1.791t0 4.18)
2.39(1.711t0 3.34)

Hemmingsen et al. BMJ 2011;343:d6898
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Study or Subgroup

su

Events

Odids Ratio

Total Weight M-H, Random, 95% CI

Odds Ratio
M-H, Random, 95% CI

Cerogs 2010
Derasa 2004
Rosenstock 2013
STy
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Lund 2009
Derasa 2011
Ceross 2003
LEAD-2
CHICAGD

Goke 2013
PERISCOFE
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Tan 1977
TOSCAIT

Filozof 2010
EmMPA-REG HZH-5U
GEMERATION
Gallwit 2012
ELIREXA

ADCPT
Charhonnel 2005
Giles 2010
UKFDS
CARCLIMA
CUARTET (EC405)
Ferrannini 20049
Foley 2009

el Prato 2014
HARRMONY-3
WERTIS 5L
Clarke 1977
Ariona Ferreira 2013 (a)
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CIUARTET
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Comparator
Total Events
G5 0 63
31 0 33
222 ] 219
66 ] G9
228 ] 225
123 ] 121
109 0 31
49 0 a2
54 0 a7
56 ] 153
200 1 200
228 1 230
430 4 428
273 3 270
473 3 485
18 4 G0
14493 55 1434
513 1 484
3120 8 3076
360 1 360
775 4 TT6
487 5 480
1441 3 1454
313 2 T
1449 2 151
1234 424 108
3010 308 3023
626 4 G624
13493 2 1396
a46 4 546
a74 6 1665
T 2 417
437 1 440
109 3 107
211 3 22
148 7 156
G4 3 G5
143 0 127
251 0 251
33 ] Mnr
248 ] 498
1046 1 10481
101 1 201
401 0 400
A58 1 584
a0z ] 200
24188 26351
897

0.1%
0.1%
0.4%
0.3%
0.3%
0.2%
7%
0.1%
1.1%
0.1%
0.6%
0.7%
4.3%
0.3%
0.3%
35.9%
40.5%
0.6%
0.3%
1.0%
0.8%
0.3%
0.2%
0.5%
0.6%
1.2%
0.6%
0.1%
0.1%
0.1%
0.1%
0.2%
0.2%
0.1%
0.2%
0.1%

100.0%

Heterogeneity: Tau*=0.00; Chi®= 2537, df= 35 (P =0.88); *F=0%
Testfor averall effect Z=2.01 (F=0.04)

ot estimable
Mot estimabla
ot estimable
Mot estimabla
ot estimable
Mot estimabla
Mot estimahle
ot estimable
Mot estimabla
ot estimable
0.33[001,819]
0.33[0.01, 8.26]
0.0 [0.09, 2.73]
0.66 [0.11, 3.96]
068 [0.11, 4.10]
0.8z [0.049,7.87]
0.93[0.63,1.38]
0.96 [0.06, 15.44]
0.95 [0.37, 2.63]
1.00[0.08, 16.04]
001[0.25,4.032]
01 [0.29, 3.40]
01 [0.61, 1.87]
011014, 7.24]
01014, 7.29]
0a[0.88,1.24]
A1 [0.84,1.30]
250,33, 4.87]
A0[0.25,9.02]
A1 (053, 4.27]
A9[048 5273
1.98[0.33,11.94]
20210018, 22.34]
2.02[0.49, 58.29]
2.04 [0.50, B.26]
2.22[087, 567]
254 [0.63,10.29]
2E3[0.11, 66.48]
A.04[0.24 105.51]
5.101[0.24, 106.59]
6.04 [0.25 148.86]
B.OA [0.73, a0.40]
B.12[0.63, 55.62]
T.04[0.36, 136.64]
2.04[1.00, 64.50]
Q.02 [0.48 167.86]
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EFFECT OF INSULIN SECRETAGOGUES ON MAJOR CARDIOVASCULAR EVENTS AND

ALL-CAUSE MORTALITY: A META-ANALYSIS OF RANDOMIZED CONTROLLED TRIALS.

Edoardo Mannucci®, MD, Matteo Monami’, MD, Riccardo Candido®, MD; Basilio Pintaudi®, MD:

Nutrition, Metabolism &
iseases

Cardiovascular

Giovanni Targher’, MD, on behalf of the SID-AMD joint panel for Italian Guidelines on Treatment

of Type 2 Diabetes*.
Nutr Metab Cardiovasc Dis. 2021;31(3):699-704.



Sulfaniluree: rischio cardiovascolare e mortalita da tutte le cause

MACE

Su Comparator Odds Ratio Odds Ratio
Study or Subgroup  Fvents Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Foley 2009 8 546 16 546  1.9% 0.49([0.21,1.16]
Ferrannini 2009 6 1393 1M1 1396 1.4% 0.54[0.20, 1.48]
Filozof 2012 4 513 5 494 08% 0.77[0.21, 2.88]
ADOPT 35 1441 42 1454 B.4% 084053, 132 e
CHICAGO 2 228 2 230 04% 1.01[0.14,7.22)
Glles 2010 13 149 13 151 2.2% 1.01[0.45, 2.27] —
CAROLINA 362 3010 356 3023 31.9% 1.02[0.88,1.20] I_
UKPDS 299 1234 488 2149 30.0% 1.09[0.92,1.28]
TOSCAIT 83 1493 74 1535 116% 1.16[0.84,1.60) Y ol
PERISCOPE 13 273 " 270 21% 1181052, 2.68]
Goke 2013 5 430 4 420 08% 1.25(0.33, 4.68]
Del Prato 2014 1" 874 14 1665 22% 1.50[0.68, 3.33) —
SPREAD-DIMCAD 52 148 39 156  54% 1.63[0.99, 2.67] Jr—p—
Gallwitz 2012 26 775 12 775 29% 2.21[1.11, 4.41]
Total (95% Cl) 12507 14272 100.0% 1.08 [0.96, 1.22] ’
Total events 919 1087
Heterogeneity: Tau®*= 0.01; Chi*=14.64, df=13 (P=0.33); F=11% 051 042 055 3 2 5 140

Testfor overall effect Z=1.28 (P=0.20)

Favours SU Favours comparator

Mortalita da tutte le cause:

OR 1.11[1.01-1.23]
P=0.04

Mannucci E et al.; Nutr Metab Cardiovasc Dis, 2020



STANDARD ITALIANI
PER LA CURA DEL
DIABETE MELLITO

2018

BENEFICI DEI FARMACI PER IL DIABETE TIPO 2

Riduzione HbA1c a breve
termine (3-4 mesi)*

Metformina
Acarbose
Gliptine
Pioglitazone

d

SuU/gl

Riduzione HbA1c a medio
termine (1-2 anni)*

Riduzione HbA1c a lungo
termine (oltre 2 anni)*

Riduzione peso corporeo

Riduzione pressione arte-
riosa

Insulina
basale
Insulina ba-
sal-bolus




JAMACardlology I Original Investigation JAMA Cardiol. 2021;6(2)2148-155‘: V
Association of SGLT2 Inhibitors With Cardiovascular and Kidney Outcomes
in Patients With Type 2 Diabetes

A Meta-analysis MACE

[ 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 43.9 0.86 (0.74-0.99) o 15.72
CANVAS program NA/5795 26.9 NA/4347 315 0.86 (0.75-0.97) = 20.12
DECLARE-TIMI 58 756/8582 22.6 803/8578 24.2 0.93(0.84-1.03) o 32.02
CREDENCE 217/2202 38.7 269/2199 48.7 0.80(0.67-0.95) o 10.92
VERTIS CV 735/5499 40.0 368/2747 40.3 0.99(0.88-1.12) =& 21.23
Fixed-effects model (Q=5.22; df=4; P=.27; 2=23.4%) 0.90(0.85-0.95)

02 o )
HR (95% CI)

MACEs by ASCVD status

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, %
Patients with ASCVD
EMPA-REG OUTCOME  490/4687 37.4 282/2333 43.9 0.86 (0.74-0.99) }—0—{ 19.19
CANVAS program NA/3756 34.1 NA/2900 413 0.82(0.72-0.95) H—{ 21.16
DECLARE-TIMI 58 483/3474 36.8 537/3500 41.0 0.90(0.79-1.02) W 24.90
CREDENCE 155/1113 55.6 178/1107 65.0 0.85(0.69-1.06) H—( 8.82
VERTIS CV 735/5499 40.0 368/2747 40.3 0.99(0.88-1.12) FH 25.93
Fixed-effects model (Q=4.53; df =4; P=.34; 12=11.8%) 0.89 (0.84-0.95)
Patients without ASCVD 3
CANVAS program NA/2039 15.8 NA/1447 15.5 0.98 (0.74-1.30) }—6—{ 21.70
DECLARE-TIMI 58 273/5108 134 266/5078 13.3 1.01(0.86-1.20) }—0—{ 62.07
CREDENCE 62/1089 22.0 91/1092 32.7 0.68 (0.49-0.94) ; 16.23
Fixed-effects model (Q=4.59; df=2; P=.10; I2=56.5%) 0.94 (0.83-1.07)

0.2 1 2
HR (95% CI)



JAMA Cardiology | Original Investigation

in Patients With Type 2 Diabetes

A Meta-analysis

HHF

[A] Overall HHF

JAMA Cardiol. 2021;6(2):148-158.
Association of SGLT2 Inhibitors With Cardiovascular and Kidney Outcomes

Fixed-effects model (Q=0.03; df=2; P=.99; 12=0.0%)

Treatment Placebo
Rate/1000 Rate/1000 Hazard ratio
No./total No. patient-years No./total No. patient-years (95% CI)
EMPA-REG OUTCOME 126/4687 9.4 95/2333 145 0.65 (0.50-0.85)
CANVAS program NA/5795 5.5 NA/4347 8.7 0.67 (0.52-0.87)
DECLARE-TIMI 58 212/8582 6.2 286/8578 8.5 0.73(0.61-0.88)
CREDENCE 89/2202 15.7 141/2199 25.3 0.61(0.47-0.80)
VERTIS CV 139/5499 7.3 99/2747 10.5 0.70(0.54-0.90)
Fixed-effects model (Q=1.39; df=4; P=.85; 12=0.0%) 0.68(0.61-0.76)
HHF by ASCVD status
Treatment Placebo
Rate/1000 Rate/1000 Hazard ratio
No./total No. patient-years  No./total No. patient-years (95% Cl)
Patients with ASCVD
EMPA-REG OUTCOME ~ 126/4687 9.4 95/2333 14.5 0.65(0.50-0.85)
CANVAS program NA/3756 73 NA/2900 113 0.68 (0.51-0.90)
DECLARE-TIMI 58 151/3474 11.1 192/3500 14.1 0.78(0.63-0.97)
CREDENCE 59/1113 20.6 92/1107 332 0.61(0.44-0.85)
VERTIS CV 139/5499 7.3 99/2747 10.5 0.70(0.54-0.90)
Fixed-effects model (Q=1.97; df =4; P=.74; 12=0.0%) 0.70(0.62-0.78)
Patients without ASCVD
CANVAS program NA/2039 2.6 NA/1447 42 0.64 (0.35-1.15)
DECLARE-TIMI 58 61/5108 3.0 94/5078 4.6 0.64 (0.46-0.88)
CREDENCE 30/1089 10.6 49/1092 17.5 0.61(0.39-0.96)
)

0.63(0.50-0.80

Favors
treatment

—eo—
—o—]
o

Favors
placebo

0.2

HR (95% CI)

Favors
treatment

tit

®

Favors
placebo

0.2

HR (95% CI)

Weight, %
16.09
17.10
33.72
16.01
17.08

Weight, %

19.62
17.13
29.66
12.74
20.84

16.38
55.07
28.56
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o *
TRIAL GLP-1 :ecepwr Placebo Hazard ratio NNT pyalie
Three-point MACE agonist /N (%) n/N (%) (95% CI) (95% Cl)
. @UEGETTD 608/4668 (13%) 6944672 (15%) - 087 (0.78-097) 001
M eta-a na IyS| S Of CELTTID 1081648 (7%) 14611649 (9%) —— 0.74 (0.58-0.95) 0016
CETEED  939/7356(11%)  905/7396 (12%) | 091 (0.83-1.00) 0.061
. 3394731 (7%) 42814732 (9%) —— 0.78 (0.68-0.90) 0.0006
Ca rd IOva SC U Ia r 594/4949 (12%) 66374952 (13%) — 0.88 (0.79-0.99) 0.026
61/1591 (4%)  76/1592 (5%) — 0.79 (0.57-1.11) 0.17
outcomes tria 'S With 18912717 (7%)  125(1359 (9%) g 0.73 (058-092) 0.0069
Subtotal (I = 14.9%,P = 0.316) @ 085 (080-0.90) 61 (46-92) <0.0001
. . Cardiovascular death
g I u ca go n s I | ke pe pt | d e" QUIEETD  219/4668 (5%)  278/4672 (6%) - — 0.78 (0.66-0.93) 0.007
4411648 (3%) 4611649 (3%) ——4——  098(065-1.48) 092
1 r e c e pt O r a g o n i St S CETEED 3407356 (5%)  383/7396 (5%) —o] 0.88 (0.76-1.02) 0.096
1224731 (3%)  130/4732 (3%) — 093 (0.73-1.19) 058
e o % CENETD 31714949 (6%)  346/4952 (7%) —er 091 (0.78-1.06) 0.21
(se ns|t|v|ty a na Iys‘s IS/1S91 (1%) 3001592 %) +————— 049 (027-0.92) 0,021
7502717 (3%)  S0/1359 (4%) —_ 0.72 (0.50-1.03) 0.07
e - Subtotal (17 = 12.4%, P = 0.335) @ 0.85 (0.78-0.93) 142 (97-305)  0.0005
re m OV | n g E LI XA) . Rl S k Fatal or non-fatal myocardial infarction
. QTGN 29214668 (6%)  339/4672 (7%) — 0.86 (0.73-1.00) 0.046
of m ajo r a d ve rse S4/1648 (3%)  67/1649 (4%) e 081 (0.57-1.16) 026
CETE 487356 (T%) 49317396 (7%) —ef- 0.97 (0.85-1.10) 0.62
= 18174731 (4%)  240/4732 (5%) —_— 0.75 (0.61-0.90) 0.003
Cca rd iovascu Ia r even ts 22314949 (%) 231/4952 (5%) —e— 096 (0.79-1.15) 063
37/1591 2%)  35/1592 (2%) e 104 (0.66~1.66) 049
. 9112717 (3%) 581359 (4%) —— 0.75 (0.54-1.05) 0.09
an d |t SCOMm p one nt S Subtotal (I = 16.2% P = 0.306) @ 088 (081-0.96) 154 (97463) 0.0048
Fatal or non-fatal stroke
QUEEETD 1734668 (4%) 1994672 (4%) ot 0.86 (0.71-1.06) 0.16
SUSTAIN-6 30/1648 2%)  46/1649 (3%) e 0.65 (0.41-1.03) 0.066
QS 1877356 (3%) 2187396 (3%) — = 0.85 (0.70-1.03) 0.095
9414731 (2%)  108/4732 (2%) — 0.86 (0.66-1.14) 030
@EINTEID 1524949 (3%)  205/4952 (4%) — 0.76 (0.62-0.94) 0.010
1301591 (1%) 1711592 (1%) - 0.76 (0.37-1.56) 043
4712717 (2%) 3111359 (2%) —_— 0.74 (0.47-1.17) 0.19
Subtotal (12 = 0.0%, P = 0.903) @ 081 (0.74-0.90) 171 (124-324) <0.0001
— E—
05 I 15
Note: Weights are from random effects analysis .:b Favours GLP-IRA Favours Placebo .
\ @ Fsc—

2023 ESC Guidelines for the management of cardiovascular disease in patients with diabetes
(European Heart Journal; 2023 — doi:10.1093/eurheartj/ehad192)



Cardiovascular, mortality, and kidney outcomes with GLP-1 "k (®
receptor agonists in patients with type 2 diabetes:
a systematic review and meta-analysis of randomised trials

Naveed Sattar™, Matthew MY Lee™, Seren L Kristensen™, Kelley R H Branch, Stefano Del Prato, Nardev S Khurmi, Carolyn S P Lam, Renato D Lopes,

John ]V McMurray, Richard E Pratley, Julio Rosenstock, Hertzel C Gerstein Lancet Diabetes Endocrinol 2021 9: 653—62
| Composite kidney outcome including macroalbuminuria | -21%
ELIXA 172/2647 (6%) 203/2639 (8%) — 0-84 (0-68 to 1-02) 0-083
LEADER 268/4668 (6%) 337/4672 (7%) R 0-78 (0-67 to 0-92) 0-003
SUSTAIN-6 62/1648 (4%) 100/1649 (6%) — 0-64 (0-46 to 0-88) 0-005
EXSCEL 366/6256 (6%) 407/6222 (7%) = 0-88 (0-76 to 1.01) 0-065
REWIND 848/4949 (17%) 970/4952 (20%) - 0-85 (0-77 to 0-93) 0-0004
AMPLITUDE-O 353/2717 (13%) 250/1359 (18%) —— 0-68 (0-57 to 0-79) <0-0001
Subtotal (I’=47-5%, p=0-090) @ 0-79 (0-73 to0 0-87) 47 (37 to 77) <0-0001
| Worsening of kidney function | -14%
ELIXA 41/3031 (1%) 35/3032 (1%) — 116 (0-74 to 1-83) 0-513
LEADER 87/4668 (2%) 97/4672 (2%) — 0-89 (0-67 to 1-19) 0-43
SUSTAIN-6 18/1648 (1%) 14/1649 (1%) = 1-28 (0-64 to 2-58) 0-48
EXSCEL 246/6456 (4%) 273/6458 (4%) - 0-88 (0-74 to 1-05) 016
REWIND 169/4949 (3%) 237/4952 (5%) —_— 0-70 (0-57 to 0-85) 0-0004
AMPLITUDE-O 712717 (<1%) 7/1359 (1%) - 0-35 (0-10 to 1-27) 011
Subtotal (P=43-0%, p=0-12) @) 0-86 (0-72 to 1-02) 241 (120 to -1694)+ 0-089
O-I5 1 1-|5
< >
Favours GLP-1 receptor agonists Favours placebo
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Check for
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OUTCOME EVENTIISCHEMICI NELLA REAL LIFE FAVOREVOLI PER GLP-1 AR

0851

0 10 20 30 40 50 60
Follow-up duration (months)

Number at risk

@ SGLT2i1614 591 432 319 201 123 67
GLP1aq 307 299 215 134 54 19 12
DPP4i{ 921 839 776 667 581 521 443
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Strat

C. Composite of renal events

1.001

Composite of ischemic events (acute coronary syndrome, coronary revascularization, and stroke)
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OUTCOME EVENTI SCOMPENSO CADIACO NELLA REAL LIFE FAVOREVOLI PER SGLT?2i

OBSl

0 10 20 30 40 50 60
Follow-up duration (months)

Number at risk

seum] 614 602 444 331 207 126 67

GLP1aq 307 297 216 135 54 19 11
DPP4i 837 781 674 590 233 461
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D. Composite of HHF and renal events
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JAMA Cardiology | Original Investigation

in Patients With Type 2 Diabetes
A Meta-analysis

Kidney outcomes

JAMA Cardiol. 2021;6(2):148-158.
Association of SGLT2 Inhibitors With Cardiovascular and Kidney Outcomes

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

E Overall kidney outcomes

No./total No. patient-years

No./total No.

patient-years

Treatment Placebo
Rate/1000 Rate/1000 Hazard ratio
No./total No. patient-years  No./total No. patient-years (95% CI)
EMPA-REG OUTCOME 81/4645 6.3 71/2323 11.5 0.54 (0.40-0.75)
CANVAS program NA/5795 5.5 NA/4347 9.0 0.60 (0.47-0.77)
DECLARE-TIMI 58 127/8582 3.7 238/8578 7.0 0.53 (0.43-0.66)
CREDENCE 153/2202 27.0 224/2199 40.4 0.66 (0.53-0.81)
VERTIS CV 175/5499 9.3 108/2747 11.5 0.81(0.64-1.03)
Fixed-effects model (Q=7.96; df=4; P=.09; 12=49.7%) 0.62 (0.56-0.70)
Kidney outcomes by ASCVD status
Treatment Placebo
Rate/1000 Rate/1000 Hazard ratio

(95% CI)

Patients with ASCVD

EMPA-REG OUTCOME

CANVAS program
DECLARE-TIMI 58
CREDENCE
VERTIS CV

81/4645 6.3
NA/3756 6.4
65/3474 4.7
69/1113 24.1

175/5499 9.3

Fixed-effects model (Q=6.09; df=4; P=.19; 12 =34.4%)

Patients without ASCVD

CANVAS program
DECLARE-TIMI 58
CREDENCE

NA/2039 4.1
62/5108 3.0
84/1089 29.9

Fixed-effects model (Q=1.86; df=2; P=.40; I>=0.0%)

71/2323
NA/2900
118/3500
102/1107
108/2747

NA/1447
120/5078
122/1092

11.5
10.5
8.6

36.5
11.5

6.6
59
443

0.54 (0.40-0.75)
0.59 (0.44-0.79)
0.55(0.41-0.75)
0.64 (0.47-0.87)
0.81(0.64-1.03)
0.64 (0.56-0.72)

0.63 (0.39-1.02)
0.51(0.37-0.69)
0.68 (0.51-0.89)
0.60 (0.50-0.73)

Favors | Favors
treatment | placebo

—eo—

0.2

Heo— |
e !
1

HR (95% ClI)

Favors | Favors
treatment | placebo

0.2

HR (95% ClI)

Weight, %
11.51
18.66
24.77
25.28
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Weight, %
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19.23
18.06
17.37
28.66

15.72
37.41
46.87
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OUTCOME RENALI NELLA REAL LIFE FAVOREVOLI PER SGLT2|

1,00

Fa

= 095

L=}

ﬁ =+ SGLT2i

a —= GLP1a

g —= DPP#i

S 090

Iy
SGLT21 ws. Control: HR 0.336, 95% €| 0,150-0.753, p = 0,008
GLP1RA vs. Control: HR 1.142, 95% C| 0.581-2.248, p = 0.700
SGLT2i vs. GLP1RA: HR 0.337, 95% CI 0.128-0.886, p = 0.027

0.85-

10 20 30 40 50 50
Fﬂllﬂw—up duration [I‘I"IGI"I[hS]'

(=T

Composite of renal events (renal death, initiation of renal replacement therapy, and renal admission due to acute kidney injury or progression of CKD which was defined as an estimated GFR of <15
mL/1.73 m2 sustained for at least 30 days, a reduction in estimated GFR of 50% or more sustained for at least 30 days, and doubling of the serum creatinine level from baseline sustained for at least 30 days)



Cardiovascular and renal efficacy and safety of sodium-glucose

cotransporter-2 inhibitors in patients without diabetes: a systematic
review and meta-analysis of randomised placebo-controlled trial

A Composite cardiovascular outcome of cardiovascular death or hospitalization

for heart failure
SGLT2 inhibitor Placebo Weight  Waeight
Study Events Total Events Total Risk Ratio RR 95%-Cl (common) (random)
Petrie et al 2020 (DAPA-HF) 169 1208 227 1307 0.75 [0.62; 0.90] 34.1% 33.1%
Anker et al 2021 (EMPEROR-Reduced) 161 936 197 938 0.82 [0.68; 0.99] 29.7%  31.8%
Wheeler et al 2021 (DAPA-CKD) 15 697 19 701 - 0.79 [0.41; 1.55) 2.9% 2.5%

Filippatos et al 2022 (EMPEROR-Preserved) 176 1531 220 1519 0.79 [0.66; 0.96) 33.3% 32.6%
Common effect model 4462 4465
Random effects model

Heterogeneity: /° = 0%, ©* =0, p = 0.93

0.79 [0.71; 0.87) 100.0% -
0.79 [0.71; 0.87) - 100.0%

05 1 2
Favored SGLT2 inhibitor Favored Placebo

B Cardiovascular death

SGLT2 inhibitor Placebo Weight Weight
Study Events Total Events Total Risk Ratio RR 95%-Cl (common) (random)
Petrie et al 2020 (DAPA-HF) 106 1298 125 1307 .J 0.85 [0.67; 1.09) 35.7% 36.1%
Anker et al 2021 (EMPEROR-Reduced) 83 936 89 938 0.93 [0.70; 1.24] 255% 27.1%
Wheeler et al 2021 (DAPA-CKD) 9 697 14 701 - 0.65 [0.28; 1.48] 4.0% 3.2%
Filippatos et al 2022 (EMPEROR-Preserved) 99 1531 121 1519 i 0.81 [0.63; 1.05) 348% 336%
Common effect model 4462 4465 - 0.85 [0.73; 0.99) 100.0% -
Random effects model - 0.85 [0.74; 0.99) - 100.0%
Heterogeneity: /° = 0%, ©* =0, p = 0.81

0.5 1

Favored SGLT2 inhibitor Favored Placebo

Tsai W-C, et al. BMJ Open 2022;12:e060655
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5. Terapia farmacologica

4 N\ N
car’c\fl;s\fgs,lslﬁgti on Pregresso evento Scompenso
4 cardiovascolare, non cardiaco
scompenso cardiaco, scompenso cardiaco
eGFR2 60 ml/min
\. J \_ J
s D A Y o \a D
Metformin Metformin® J SGLT2i SGLT2i
o > A 4
p . Met. | GLPIRA | SGLT-2i |~ y
SGLT2i GLP1RA GLP1RA Met.2 L GLP1RA
& A P PA |\ J
s aYa ~ | h
DPP4j || Acar. || Pio. Ins. pppai || Acar. || Pio. ; DPP4i || Acar. || Pio. Ins. DPp4i® Acar. Insulin
\ AL J | = 4

1Se la metformina non é controindicata per ridotto eGFR.

“Se la metformina non € controindicata per ridotta funzione cardiaca.

3Eccetto saxagliptin che non é indicato in caso di scompenso cardiaco.

La raccomandazione sui pazienti con eGFR< 60mi/min é debole per carenza di studi clinici effettuati su questa popolazione
Si raccomanda la deprescrizione di sulfanilurre e glinidi

https://snlg.iss.it/wp-content/uploads/2023/02/LG_379 diabete_ed2022.pdf



ADA-EASD consensus 2022
Weight Management in T2D Should Be Holistic and Centre
Around Patients

Choose approaches that
provide the efficacy to achieve
goals

Consider cardiorenal risk
reduction for patients at high
risk

CARE GOALS

Prevent complications
Optimise QOL

Help patients achieve and
maintain weight
management goals

Ensure strategies are in place to
detect and optimise management of
CV risk factors

PRINCIPLES OF CARE

ASCVD = atherosclerotic cardiovascular disease; CKD = chronic kidney disease; CV = cardiovascular; CVD = cardiovascular disease; GLP-1 RA = glucagon-like peptide 1 receptor agonist; HF = heart failure; QOL = quality of life;
SGLT2i = sodium-glucose co-transporter 2 inhibitor; T2D = type 2 diabetes.
Davies MJ, et al. Diabetologia. 2022;65(12):1925-1966. doi: 10.1007/s00125-022-05787-2.
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5.3. Si raccomanda 'uso degli analoghi lenti dell'insulina, rispetto all'insulina NPH, per tutti i pazienti
con diabete di tipo 2 che necessitano di insulina basale.

Forza della raccomandazione: forte. Qualita delle prove: molto bassa.
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Figura 1 — Effetti del trattamento con analoghi lenti dell’insulina rispetto ad insulina NPH sul rischio
dilipogliemia totale.

Long-acting analogues NPH 0Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI ABCDEFG
1.6.1 Detemir
Haak 2005 152 341 80 164 95% 0.84 [0.58,1.23] —— 27900902860
Hermansen 2006 151 236 191 237  88% 0.43 [0.28, 0.65] —_— o200 0e®
Fajardo 2008 43 125 95 146 7.6% 0.28(0.17,0.47) +——— PEOPI®
Subtotal (95% Cl) 702 547  25.9% 0.47 [0.25, 0.89) sl
Total events 346 366

Heterogenelty: Tau®= 0.26; Chi*= 13.06, dr= 2 (P = 0.001), = 85%
Testfor overall effect: Z= 2.31 (P = 0.02)

1.6.2 Glargine

Hsia 2011 47 55 23 30 27% 1.79 [0.58, 5.54] + 2700000
Yokoyama 2006 15 31 13 N 32% 1.30 [0.48, 3.54) 27900008
Home 2015 128 352 125 349 106% 1.02 [0.75, 1.39] — PEPIIO®
Fritsche 2003 330 463 173 232 98% 0.85 [0.58, 1.21] —_— 29060000
Rosenstock 2001 159 259 173 256 97% 0.78 [0.55,1.13) —_— 2790006@
Massi Benedetli 2003 103 289 117 281 101% 0.78 [0.55, 1.09] — 2900006
Yki-Jarvinen 2000 71 214 87 208 91% 0.69 [0.46, 1.03] —_— *900 0@
Eliaschewitz 2006 122 231 157 250  97% 0.66 [0.46, 0.95) — 27099080@®
Fonseca 2004 24 52 28 48 45% 056025124 ———————— 7900908080
Yki-Jarvinen 2006 26 61 28 49 48% 0.56 [0.26,1.19] — EEY e
Subtotal (95% CI) 2007 1737 74.1% 0.80 [0.70, 0.92] E=3

Total events 1025 925

Heterogeneity: Tau*= 0.00; Chi*= 8.61, df=9 (P = 0.47), F= 0%
Testfor overall effect: Z=3.14 (P = 0.002)

Total (95% Cl) 2709 2284 100.0% 0.70 [0.57, 0.86] @

Total events 1371 120

Heterogeneity: Tau*= 0.08; Chi*= 31.23, df= 12 (P= 0.002); F=62% 5.2 0?5 3 é é
Testfor overall effect: Z= 3.37 (P = 0.0007) Favours [Long-acting] Favours (NPH]

Testfor subgroup differences: Chi*=2.55, df=1 (P=0.11), F= 60.8%
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Figura 2 — Effetti del trattamento con analoghi lenti dell’insulina rispetto ad insulina NPH sul rischio
di ipogliemia notturna.

Long-acting analogues NPH Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDETFG
1.8.1 Detemir
Haak 2005 52 341 38 164 9.8% 0.60 [0.37, 0.95] —— 1000700
Hermansen 2006 71 236 112 237 11.1% 0.48 [0.33, 0.70) —— Tr@rerw
Fajardo 2008 37 126 102 146  9.0% 0.1810.11,031] —— TrE@ree®
Subtotal (95% CI) 702 547 29.9% 0.38 [0.20, 0.73] e
Total events 160 252
Heterogeneity: Tau*= 0.28, Ch” = 12.52, df= 2 (P = 0.002); = 84%
Testfor overall effect Z= 2.1 (P=0.004)
1.8.2 Glargine
Hsia 2011 9 55 1 30 26% 1.76 [0.44, 7.07) 2700000
Home 2015 56 352 68 349 10.9% 0.7810.53,1.15) — SP009060
Rosenstock 2001 81 259 104 259 11.4% 0.68 [0.47,0.97) — 1009006
Fonseca 2004 8 52 13 48 4.4% 0.49(0.18, 1.31] —_— 190099080
Eliaschewitz 2006 47 231 87 250 10.6% 0.48 (032, 0.72] —_— 2700000
Massi Benedetti 2003 35 289 68 281 10.1% 0.43(0.28, 0.67) — P Er@rerw
Fritsche 2003 a1 463 83 232 115% 0.39 [0.28, 0.56) — o000 eee
Yki-Jarvinen 2000 21 214 48 208 8.6% 0.36 [0.21, 0.63] —_— PP0P 100
Subtotal (95% CI) 1915 1657 70.1% 0.53 [0.41, 0.67) E°S
Total events 348 480
Heterogeneity: Tau®= 0.06; Chi*=14.14 df=7 (P=005), F=51%
Test for overall effect. Z= 5.09 (P < 0.00001)
Total (95% CI) 2617 2204 100.0% 0.48 [0.38, 0.62] @
Total events 508 732
Heterogeneity. Tau®= 0.11, ChF = 29.48, df= 10 (P = 0.001), F= 66% D 3 0?2 015 2 5 ”j

Testfor overall effect 2= 5.77 (P < 0.00001)
Test for subgroup differences. Chi*= 0.86, df=1 (P=0.36), F=0%

Favours [Long-acting] Favours [NPH]
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Figura 3 — Effetti del trattamento con analoghi lenti dell’insulina rispetto ad insulina NPH sul rischio
di ipogliemia severa.

Long-acting analogues NPH Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H,Random,95% Cl M-H, Random, 95% CI ABCDEFG
1.7.1 Detemir
Swinnen 2010 14 478 12 486 237% 114[055, 2 60) PE@rEa®
Hermansen 2006 ! 236 6 237 38% 0.16(0.02,137] * @PEr@Pea®
Subtotal (95% CI) 714 723 27.5% 0.57 [0.08, 3.83] --d—-
Total events 15 18

Heterogeneity: Tau*=1.26, Chi*= 3.04, df=1 (P=008), F=67%
Test for overall effect. Z= 058 (P=0.56)

1.7.2 Glargine

Home 2015 3 352 1 439 33% 3.77[0.39, 36.35) >
Massi Benedetti 2003 5 289 3 2% 8.0% 1.63[0.39,6.89] — e
Riddle 2003 9 367 7389 156% 1.371[051,372) ——
Bolli 2015 4 439 4 433 85% 1.00[0.25,402) ==
Fritsche 2003 9 463 6 232 144% 0.75[0.26,212) m— e |
Eliaschewitz 2006 6 231 11 250 153% 058(021,159) T

Fonseca 2004 0 52 1 48 1.7% 0.30(001,758) +

Betonico 2019 0 29 2 29 18% 019(001,408) ¢

Rosenstock 2001 1 259 6 2589 38% 0.16[002,1.37) ¢

Yki-Jarvinen 2000 0 214 0 208 Not estimahie

Yokoyama 2006 0 31 0 K1 Not estimable

Yki-Jarvinen 2006 0 61 0 49 Not estimable

Hsia 2011 0 55 0 30 Not estimahle

Subtotal (95% ClI) 2842 2684 725% 0.86 [0.54,1.38) =

Total events 37 4

Heterogeneity: Tau?= 0.00, Chi*= 7.66, df=8 (P=047), F=0%
Test for overall effect: Z= 063 (P=053)

Total (95% CI) 3556 3407 100.0% 0.87 [0.57,1.32) @
Total events 52 59
Heterngeneity: Tau*= 0.03, ChF=1072, df=10(P=038), F=7%
Test for overall effect. Z= 065 (P=052)

Test for subgroup difierences: Chi*= 017, df=1 (P = D.68), F=0%

01 02 05 2 5 10
Favours [Long-acting] Favours [NPH]
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Costo-efficacia

La costo-efficacia fovorisce il trattamento in esame o quello di confronto?

Giudizio Evidenza

Probabilmente  Studi di farmacoeconomia hanno mostrato edevati costl dirett

a fawvore per le nuove formulazioni di insulina, nonastante che il

dell'interwento  rapporto costo-efficacia sia generalmente favorevole per i dati
su QALY e eventi ipoglicemici.

Considerazioni aggiuntive
Lintroduzione dei
biosimilan pud ridurre i
costi medi di alcuni
analoghi lenti dell’insulina
e pud modificare il giudizio
sulla costo-efficacia.
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5.4. Si suggerisce l'uso degli analoghi rapidi dell’insulina, rispetto all’insulina regolare umana, per tutti
i pazienti con diabete di tipo 2 che necessitano di insulina prandiale.

Forza della raccomandazione: debole. Qualita delle prove: molto bassa.

5.5. Ll'utilizzo routinario del microinfusore di insulina nei pazienti con diabete di tipo 2 non
adeguatamente controllati non e raccomandato.

Forza della raccomandazione: debole. Qualita delle prove: molto bassa.

https://snlg.iss.it/wp-content/uploads/2023/02/LG_379 diabete_ed2022.pdf
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5.6. Si raccomanda 'uso degli analoghi lenti dell'insulina a maggiore durata di azione, rispetto a quelli
a minore dura di azione, per tutti i pazienti con diabete di tipo 2 che necessitano di insulina basale.

Forza della raccomandazione: forte. Qualita delle prove: moderata.

https://snlg.iss.it/wp-content/uploads/2023/02/LG_379 diabete_ed2022.pdf
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Effetti del trattamento con analoghi lenti dell’insulina a maggiore durata rispetto a quelli a minore durata di azione sul rischio
diipoglicemia totale.

DegludeciGlargine U300  Glargine U100 Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl ABCDETFG
4.6.1 Degludec
Saliman 2021 11 a7 20 25 3.4% 0.11[0.03,0.35] +—
Pan 2016 128 555 79 ITE 127% 0.76 [0.54, 1.08] — (1111 1 1]
Gough 2013 55 278 70O 728 11.4% 0.90 [0.60, 1.25] - (1111 1 1]
Rodbard 2014 444 773 141 257 13.4% 111 [0.84,1.47] —— L L1 LT 1T 1)
Subtotal {95% CI) 1593 788 40.9% 0.72 [0.45, 1.17] e ——
Total events 648 30
Heterogeneity: Taut=0.17; Chi*=15.27, df= 3 (P =0.002%; F=80%
Testfor overall effect: £=1.33(F=013)
4.6.2 Glargine U300
Ji 2020 207 297 146 201 12.0% 0.41[0.28, 059 —=— esoneee
Terauchi 2016 78 121 g2 120 £.0% 0.65 [0.31, 0.97] 2900000
Riddle 2015 247 404 3IEB 403 10.7% 0.58 [0.27, 0.80] . (1111 1 1]
Bolli 2015 201 433 230 439 136% 0.77 [0.59, 1.00] —— (1111 1 1]
Ritzel 2018 205 508 306 506 13.9% 0.91 [0.70,1.16] —1 L L1 LT 1T 1)
Subtotal {95% CI) 1869 1669  50.1% 0.64 [0.48, 0.86] —li—
Total events 1128 1142
Heterogeneity: Tau®=0.08; Chi*=14.00, df= 4 (P =0.007); F=71%
Test for overall effect: £=2.97 (F=0.003)
Total {95% Cl) 3462 2457 100.0% 0.68 [0.53, 0.88] @ -32%
Total events 1776 1452
Heterogeneity: TauF=0.10; Chi®=33.13, df= 8 (F = 0.0001); F= 76% IZI!E IZI!T 1!5 ﬁ

Test for overall effect: £=2.94 (F=0.003)

A ) Favours [Mew long-acting] Favours [Glargine U100]
Testfor subgroup differences: Chif=019, df =1 (P=0.67), F=0%
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Odds Ratio

Odds Ratio

Effetti del trattamento con analoghi lenti dell’insulina a maggiore durata rispetto a quelli a minore durata di azione sul rischio
di ipoglicemia notturna.

Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDETFAG
4.1.1 Degludec

Soliman 2021 A ar 12 25 1.2% 017005 088 ———

Rodhard 2014 148 773 fil 2587 11.0% 0.83[0.589 1.16] e

Pan 2016 40 f45 25 278 A.7% 0.79[0.47, 1.32]

Gough 2013 14 228 20 228 3.3% 068 [0.33, 1.38]

Garber 2012 2098 T44 119 248 13.3% 0.72[0.584, 0.97] —

Aso 2017 il 32 1 12 0.2% 012[0.00,3.100 #

Subtotal {95% CI) 2369 1048 34.7% 0.70 [0.54, 0.92] ~nfiii-—

Total events 514 238

Heterogeneity: Tau?=0.03; Chif=7.28,df=5(F=0.20), F=31%

Testfor overall effect: £= 287 (F=0.01)

4.1.2 Glargine U300

Yki-Jarvinen 2000 123 35 169 M4 11.9% 0.55[0.40, 0.75] e — @ @
Terauchi 2016 3o 121 a2 120 A.2% 043025 078 ———— @ @
Ritzel 2018 101 a08 112 a0 12.6% 0.87 [0.65,1.18] e @ @
Riddle 2015 220 404 260 03 137% 066 [0.50, 0.87] — @ @
Ji 2020 148 3ar an 201 106% 0.73[0.82,1.03] I — @ @
Bolli 2015 78 434 103 439 11.3% 0.70[0.51, 0.98] e — @ @
Subtotal {95% CI) 2184 1983 65.3% 0.67 [0.57, 0.79] -

Total events o0 TEE

Heterogeneity: Tauw*=0.01; Chif=7.28, df=a (F=020); F=31%

Testfor overall effect: £=4.72 (P = 0.00001}

Total (95% CI) 4553 3031 100.0% 0.69 [0.60, 0.79] @ '3 1%

Total events 1215 1024

Heterogeneity: Tau?=0.01; Chif=14.97 df=11 (P=018); F=27% Dfﬁ Df? 115 é

Testfar overall effect: £= 544 (F = 0.00001}
Testfor subgroup differences; Chi®=0.09, df=1 (F=0.76), F=0%

Favours [Mew long-acting]

Favours [Glargine L100]
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Effetti del trattamento con analoghi lenti a lunga durata d’azione rispetto analoghi lenti a piu breve durata d’azione sul rischio
di ipoglicemia severa.

DegludeciGlargine U300  Glargine U100 Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl ABCDETFSG
4.2.1 Degludec
Soliman 2021 0 ar 1] 28 Mot estimable
Gough 2013 0 278 0 278 Mot estimahble L1111 11
Rodbard 2014 B 773 7287 B1% 0,28 [0.09, 0.54] 4 (1 11111/}
Pan 2016 2 G55 2278 28% 0.50 [0.07, 3.56) + (11 111 1]
Garber 2012 34 744 11 748 203% 1.03[0.51, 2.07] L1l L1 1T
Subtotal (95% CI) 2337 1036 31.0% 0.58 [0.23, 1.47]  ——ee——
Total events 47 20

Heterogeneity: Tau®= 033, Chi®= 4.00, df= 2 (P = 0.14); F=50%
Testfor overall effect £2=1.14 (P =0.29)

4.2.2 Glargine U300

Ji 2020 0 207 1 201 1.0% 0A7[0.01,415) 4 (1111 1 1]
Yki-Janinen 2000 4 315 B 314 B0% 06B[0.18, 236 * e 00
Riddle 2015 7 404 0 403 338% 0.89[0.52,1.53] e (11 111T1]
Meneghini 2020 17 1651 16 1654 209% 1.07 [0.54,2.12] .

Ritzel 2018 4 508 7 506 44% 1.33[0.20, 5.98] & 1111171
Terauchi 2016 3 121 3120 30% 1.60[0.25,9.14] a1 111171]
Subtotal {95% CI) 3306 3198 60.0% 0.94 [0.64, 1.37] i

Total events jila] a8

Heterogeneity: Tau®=0.00; Chi*= 2.03, df= 5 (F = 0.84); F=0%
Testforoverall effect Z=033 (P=0.74)

Total (95% Cl) 5733 4234 100.0% 0.85 [0.62, 1.17] ( el )

Total events a7 ia
Heterogeneity: Tau®= 0.00; Chi*= 6.81, df= &8 (F = 0.86); F=0%
Test for overall effect 2= 099 (P =032

Testfor subgroup differences: ChF=0.88, df=1 (P =0.38), F=0%

0.2 0.5 2 5
Favours [Mew long-acting] Favours [Glargine U100]
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Costo-efficacda

Lo costo-efficacia favorisce il trattamento in esame o guello di confronto?
Giudizio Evidenza

Probabilmente  5tudi di farmacoeconomia hanno mostrato elevati costi diretti
a favore per le nuove formulazioni di insulina, nanostante che il

dell'intervento  rapporto costo-efficacia sia generalmente favorevole per i dati
su QALY e eventi ipoglicemici.

https://snlg.iss.it/wp-content/uploads/2023/02/LG_379 diabete_ed2022.pdf
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