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Conflitti di interesse
Negli ultimi due anni, E. Mannucci ha ricevuto compgﬁ%éber relazioni e/o consulenze da
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La struttura di appartenenza di E. Man%&’cbﬁa ricevuto :
- Finanziamenti per ricerca mdmen&(ﬁ% non condizionata da Abbott
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fo N4
No cardiovascular
Heart
_ event, no heart card:ovg@?&g{& event, ’
failure, and eGFR> 60 ng {ﬁ‘% of? Nailure, failure
ml/min
@f’ & 6\‘3\ e 2y e ~
Metformin Metformin? SGLT2i Q”b SGLT2i
S 42
. J NN _ ; . N /
p . 2 Met. | GLP1RA | SGLT-2i | <
SGLT2i GLP1RA Met.2 GLP1RA
N\ J\L J AN A AN J
Y4 e N : )
DPP4j || Acar. || Pio. Ins. DPP4i || Acar. || Pio. Ins. DPP4P Acar. Insulin
/N \_ IS )

L2 If metformin is not contraindicated.
3With the exception of saxagliptin whifis s@mdfcated for patients with heart failure.

The recommendation for patients ygith e GhR< 60mi/min is weak (few studies on this population) and therefore is written with a lighter type
We recommend to deprescribe ‘g@(o@n‘y reas and glinides.
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Major Cardiovascular Events

MH-OR, 95%, CI #RCTs (#patients) p
00 02 04 06 08 1.0 12 14 1.6

Metformin

0.60[0.47;0.80)

MH-OR, 95%, CI #RCTs (#patients) p

000204060810121416 18 2.0

0.82[0.63;1.01] 17(12,471)  0.060

GLP-1RA o) 0.89[0.84;0.94] 20 (56,326) te, ) [ GLP-1RA m; 0.88[0.83;0.95]  43(65,441) <0.001
I SGLT-2i '_._.: 0. 90[0 840 96] 8 (52’1 I SGLT-2i e 0.85[0.79;0.91] 39 [71,328) <0.001 I
! " :
DPP-4i vy 1.00[0.94;1.06] 2%7&23((0 0.97 Bk o4 1.00[0.93;1.07)  66(93,645)  1.00
1 b
L ]
[ Piogiitazone Jo i 0.85[0.74;0.97] Qlfo{loggml Rlogiitazone T 093078041 20(19,779)  0.39
: H | ;
Insulin o 1.03[0.95; &])@’\Q (20,077) 0.2 Insulin - 0.99(0.91;1.08]  20(22,505)  0.89
| Insulin secretagogues —e— | 1192130 12021441 0.020 ] [ nsulin secretagogues et 112[101,124]  43(45,051) 0030 |
. S . . 1
a-Glucosidase-i ! &(?IQ) ) i a-Glucosidase-i . - 0.72[0.29;1.79] 7 (2,086) 0.48
% QA Favours Favours
Fa\fours Favo@ \ (experimental) (comparators)
(experimental) (com‘g Q}\
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Mannucci E et@? for SID-AMD T2DM Guideline Panel. Diabetes Obes Metab 25:444-53, 2023
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TABLE 1 Effects of different classes of drugs on renal endpoints

Outcome Glucose Jowering agents MH-OR [95% CI|

Metformin GLP-1 RA SGLT-2i Irsulin Insulin secretagogues® a-Glucosidase-i

Rena outcomes

Worsening albuminuria® E 081 [Qua4: 1.00] 047 [0.55 0.80 k k k

Mo. of studies (patients) E 5 (42 093) 542 837) B B B

Doubling of areatining? E 0.92 [074; 1.14) 134 [095 1.90]" E E

Ma. of studies (patients) B 419 277 3(17 104) 1{577) b b

Rena death 2.14 [086:9.94] 1.19 [0.53, 2.54] 087 [0.39.1.93] b b 2102 [o97421)" b

Mo. of studies patients) 11(3625) 426 025) 1?‘{@ B(32 368) b b 310472 b
Abbreviations: Cl, confidence intervals; CV, cardiovascular; DFP-4i, %&phﬂaﬂed inhibitor, GLP-1 RA, gucagon-like peptide- 1 receptor agonists; i, inhibitors; MH-0R, Mantel-Haenzel odds ratio. SGLT-

4, sodium-glucose co-transporter-2 inhibitor. \
*One study reported the following renal outcome: ‘new orwo gﬂ@ companng piogltazone vs. sulphomdureas: (MH-OR: 0L98 (082 118])

BUnknown effedt. >

“Waorsening albuminuria: inddent microalbuminuria in ""'3'!5.":' I:m@'unc subjects or incident maorcalbuminuria in microabuminunc subjects.
4From baseline. rg\' 4
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Mannucci E et@? for SID-AMD T2DM Guideline Panel. Diabetes Obes Metab 25:444-53, 2023



American
Diabetes
- Association.

ndicators of high risk «CKD Biycemic Management: Choose Dment 3 Maintenance of
R ——Y WGFR <60 mLimsin por 1.73 m’ O approaches that provide the _\ ment Goals:
comprise 55 years of age sym albuminuria (ACR 23.0 mg/meal efficacy to achieve goals: %'l!&!@\lu/d I ment
-[m-rmh-w-t BTN ey ot oo )\[7’ < —3 European Association
COMBIRATION therapy that previde L
S adequale EFFICACY ko achivve %0 %M based structarnd for the Study of Diabetes
and maiatain saiment g4 L, P Semsmagen | | wimmmpens
Consider avoidance of hypog pivpsical ackivity program
mm-mm@m Q\
> C}\ Consider medication | Consider matabolic
PREFERABLY nnw.maﬁﬁnumm= for weightloss argery Consensus Report
SELTE with primary i of hmqluﬁ I.i'l achieving
me"“" N When choosing glcose-lowering therapies: on the
+ASCVD/Indicators of High Risk Vo SELTS n pooale withan 68 d‘.d-w@-ﬂmrh Consider regimen with high-ta-very-high dual
<20 mhimi o T s Wed oacose and weig fficacy management of
SGLT2i! with proven -h-;wrgfrm:nmmm. %é ﬁmﬂ' {high dose, . L
CVD bensfi
i s S 3o ol — hyperglycemia in
Combination Oral. Combination Very High: :
BT R e 0 S type 2 diabetes
High: High:
BLP-1 g de :hnl.:hm‘-, Dulaglutide, Lirsglutide
= Far patients an a GLA-1 RA consider adding SELT2i with |m: H.!—1l:lt:utlilhi#':n].5mi 2022 Edition
prevwen CVD benedit or vice versa DBP-&i ’ Meatral:
- T DPP-Ki, Metfnrmin
. ! T
mummlmmmmmummu%’b o If HEA,_ above target
(%
ol
Inp-pimlhHFIFD.HIiiHIdL‘I'Dlrdeﬂrnsllmrnrﬁ'ﬂIhdlusnnh:umﬁl.l*-ﬂ.luﬂﬂl@m \swdhmlimwuulrnmthh‘w Ideslily barriess ta goals:
m-dﬂwumhdhrwqhmﬁmﬁhldimm&m-ﬂi-&m , @ higher absolyte risk reduction and thas bawer nymbers needed to treat: » Comsider DSMES referral to suppert self-efficacy in achievement of geals
are seam ak higher levals of Basefing risk and should ba factorad isho the shared decisiar-making i, * Low-dase TID may be beSter tolesabed and similarky affeciive; § Far ST, O + Comsider tachnelagy ln.g., diagnostic OGM) to ideritity herapsitic gags and tailor therapy
renal oubeames demarstnate their #ff e risaf MALE, C¥ deats, MI HHF, and resal outeomes: in individuals with T20 with easabli b risk of CVI1; .
”..mumm:mmmmm;w“ﬁm.ﬂmm.,..m:.,,..;m,,:hmm:.; iy 5 e

O

Diabetes Care 2022;45:2753—2786



+indicaters of high risk

American
Diabetes
- Association.

Glycemic Management: Choase
Whsle dafintions vary, mest mﬂﬂ;niﬂﬂﬂ approaches that provide the .
comprise =55 years of age albuminuria (ACR £3.0 mg/menol efficacy to achieve goals: %'l!&!@\lu/d I
nr e oot bty BTN et et )\[7’ s European Association
COMBINATION therapy that previde N
S sl P b %0 %M basod stroctaod for the Study of Diabetes
ord i st 0> L, P Semsmagen | | wimmmpens y
Consider avoidance of hypog| K piysical activity program
mmu-m-mu@imxg
> D Consider medication | Consider matabolic
PREFERABLY nnw.maﬁﬁ\mam= for weightloss argery Consensus Report
SELTE with primary i of hmqluﬁ I.i'l achieving
e ary s \ When choosing glucase-Iowering theragies: on the
+ASCVD/Indicalors of High Risk o SELT2 i pasale with an a5 Cj‘.d" tlmrhl Cansider regimen with high-to-very-high dual
<20 mhimi o T s Wed $ oacose and weig fficacy management of
SGLTEi with proven sheald be cantinwed unlil iniiiation l Ihuj dosel, -
C4D bt | e —_ e frnpalde S— hyperglycemia in
n acy for we 5
cmmn L, Combinati Very High: i
BT R P 11 S T type 2 diabetes
High: High:
" amggww :hnl.ghm‘-, Dulaglutide, Uiraglutide
+ For patients on a GLP-1 RA consider adding SELTZi with mﬂﬂm:fl '& " |m: H.!—1tlt:utli|hi#:n].5mi 2022 Edltlon
prevwen CVD benedit or vice versa DBP-&i ’ Meatral:
- T l DPP-Ki, Metfnrmin
If HEA,_ above target
* Iy peeple with HE CKD, estabEshed CVD ar multigle risk facars for VT, Ihe decisian bo use 3 BLA-1 “ﬂﬂ'ﬂI@ shauld be inSegendeal of background use of setarmin:{ & siroag Ideslily barriess ta goals:

m-dﬂwumhdhrwqhmﬁmﬁhldimm&m-ﬂi-&m , & higher absobule sk reduction and thus bawer numbers needed to reat

are seem ak higher levals of Bazetne risk and should be factorad inbo the shared decisiar-making i, ® Low-gase TZD may ba bethar tolerated and smilarty effecive: § Far SE0TE, O
menal outeames triake demaratmate thais afficacy in refusing the rhi af campoaite MACE, 0V deats, mmﬂ HEF, andl remal putcomes: in individuals with T2 with essablishedibigh risk of C4I;
# Fer GLP-1 Mtlﬂhdmmu'drﬂfrmnm-ummmﬂﬁ.ﬂmhd Lity, M, siroke, and renal endaoints in isdiidesls with T30 with estblshed Sigh isal TV

O

+ Comsider DSMES referral to suppert self-efficacy in ackievement of geals
+ Consider bechnology le.g, diagnostic OGM) o identify therapeutic gaps and tailor therapy
« Identity and address SDOH that impact achievement of goals

Diabetes Care 2022;45:2753—2786
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@ ESC European Heart Journal (2023) 00, 1-98 ESC GUIDELINES
European Society https://doi.org/10.1093/eurheartj/chad192
of Cardiology

2023 ESC Guidelines for the management of
cardiovascular disease in patients with diabetes

Developed by the task force on the management of cardiovascular
disease in patients with diabetes of the European Society of
Cardiology (ESC)
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_ event, no heart card:ovg@%%{& event, ’
failure, and eGFR> 60 ng (ﬁ;@ of? Nailure, failure
ml/min
'gce’g% a Y @ 2
Metformin Metformin? SGLT2i Q”b SGLT2i
O 4
o ) NONS ; .| = /
p . 2 Met. | GLP1RA | SGLT-2i | <
SGLT2i GLP1RA Met.2 GLP1RA
- VAN J VAL VA I J
Y s ™ 4 ™
DPP4j || Acar. || Pio. Ins. DPP4i || Acar. || Pio. Ins. DPP4P Acar. Insulin
J\ \ I~ J

L2 If metformin is not contraindicated.
3With the exception of saxagliptin whifis s@mdfcated for patients with heart failure.

The recommendation for patients ygith e GhR< 60mi/min is weak (few studies on this population) and therefore is written with a lighter type
We recommend to deprescribe ‘g@(o@n‘y reas and glinides.

o
Q’\(DQ Mannucci E et al. for SID and AMD. Acta Diabetol, 2023



ST | ey : ©
gp s Starting therapy &
c\o.\,;‘
.@bes\\(&\
A
@ ,,0@
.\@ ] (b\'\
S &
> (%)
N e?
equida?
e (Cosadicono le Ilgé
\ec’(b&%
C)O X
ég ’\QK
- Cosa pengg jtmedico?
X¥

N
O
O\




ASSOCIAZIONE
MEDICI
| DIABETOLOGI

Annali 2023

Uso dei farmaci (%)
Farmaci per il diabete (%)

CBA88583EES

Diabete di tipo 2 =5




L'uso dei Farmaci in Italia

Rapporto Nazionale. Anno 2022

\’06\
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AGENZIA ITALIANA DEL FARMACO

Nota AIFA 100
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| semestre Il semestre I}bs(amestre | semestre Il semestre | semestre
| semestre 2
2020 2020 COn n@ 2021 2022 2022 2023
TOTALE categoria A10 3.279.373 3.298.411 3.3@.5&6‘ 3.382.652 3.440.020 3.444.187 3.522.730
delta 1% % 9 1% 2% 0,1% 2%
\‘() U
C_') @g(b
| t I tre \}F Il t I t I t | t
semestre semes@ 1 Q ostre 2021 semestre semestre semestre semestre
2020 2020\ 65 2021 2022 2022 2023
Categoria GLP1-RA (ATC: A10BJ) 168.625 :@&5@’ 236.525 291.615 375.656 433.494 488.807
delta AQG?@}\ 21% 23% 29% 15% 13%
N/ \Y
O
| semest .L&}mestre | semestre 2021 Il semestre | | semestre | Il semestre | | semestre
20%6(/ . @ 2020 2021 2022 2022 2023
Categoria SGLT2i (ATC: A10BK) mﬁ‘i@gﬁ\ 117.362 141.258 174.622 251.346 324.020 420.449
delta ,&‘5\ ,,\Q 13% 20% 24% 44% 29% 30%
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Tipologia (b%o“’é\g\\ DDD per | Var. % | Var. media
&&@’i < 1.000 ab die | 23-22 | % 23-16
Analoghi del GLP-1 X 8,7 31,9 110,8
Insulina R 14,4 1,2 0,8
Glifozine RS 10,7 59,5 174,3
Metformina (\@\;&(} 33,7 0,3 0,5
Gliptine & & 7.6 8,1 5,2
Glitazoni S 1,9 5,5 4,3
Sulfaniluree e 2,6 30,1 | -11,2
Acarbosio r&;?}@ 0,4 9,9 4,9
Repaglinide e 0,6 31,2 11,5
Totale S 73,7 +5,8 +1,5
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JOURNAL of MEDICINE

ESTABLISHED IN 1812 NOVEMBER 21, 2019 VOL. 381 NO.21

Dapagliflozin in Patients with Heart Failure and Reduced
Ejection Fraction

JJ.V. McMurray, S.D. Solomon, S.E. Inzucchi, L. Keber, M.N. Kosiborod, F.A. Martinez, P. Ponikowski,
M.S. Sabatine, I.S. Anand, J. Bélohldvek, M. Bshm, C.-E. Chiang, V.K. Chopra, R.A. de Boer, A.S. Desai, M. Diez,
J. Drozdz, A. Dukat, ). Ge, J.G. Howlett, T. Katova, M. Kitakaze, C.E.A. Ljungman, B. Merkely, J.C. Nicolau,

E. O'Meara, M.C. Petrie, P.N. Vinh, M. Schou, S. Tereshchenko, S. Verma, C. Held, D.L. DeMets, K.F. Docherty,
P.S. Jhund, O. Bengtsson, M. Sjéstrand, and A.-M. Langkilde, for the DAPA-HF Trial Committees and Investigators*

DAPA-HF trial G
Q§>

X
O
R @\

Treatment: dapagliflozin
Comparator: placebo

Principal outcome: Composite of cardlqgg

death or hospitalization for HF @ \
Patients: 4,744 patients with NYHA@?a\sﬁ’QiI IV HF
and EF<40% ro

(o] (o\@ Q@

Follow-up: 18 months

Mo. at Risk
Placebo
Dapagliflozin

100+
o0
B0~

D Death from Any Cause
309 Hazard &
NS

%@,‘« <
=]

2371
2373

2330
2342

2379
2196

Months since Randomization

2131
2251

2092
2130

1638
1666

1221
1243

665
672

235
233

McMurray JJV et al. N Engl J Med 381:1995-2008; 2019
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The NEW ENGLAND JOURNAL of MEDICINE A |i‘|-ir|\-|a|-)4I Outcome 6\\)(05\\
30- DN
Hazard raJf0, Q82195% Cl, 0.73-0.92)
‘ ORIGINAL ARTICLE P"Zﬂ' %\\ ’\
100- 25- X @% Placebo
. . . . . Q .
Dapagliflozin in Heart Failure with Mildly 90- 20 \é\"\,g\(o
Reduced or Preserved Ejection Fraction — 804 P é\b\
S.D. Solomon, J,J.V. McMurray, B. Claggett, RA. de Boer, D. DeMets, & " 1,0 D> Dapagliflozin
A.F. Hernandez, S.E. Inzuechi, M.N. Kosiborod, C.S.P. Lam, F. Martinez, 3 70+ \6
S.J. Shah, A.S. Desai, P.S. Jhund, J. Belohlavek, C.-E. Chiang, C.J.W. Borleffs, = 0\'%%\@
J. Comin-Colet, D. Dobreanu, ]. Drozdz, |.C. Fang, M.A. Alcocer-Gamba, :E 60 @6 O
W. Al Habeeb, Y. Han, ). W. Cabrera Honorio, S.P. Janssens, T. Katova, E O . %)
M. Kitakaze, B. Merkely, E. O’Meara, J.F.K. Saraiva, S.N. Tereshchenko, . Thierer, = SGQ» 6\ 3]
M. Vaduganathan, O. Vardeny, S. Verma, V.N. Pham, U. Wilderang, g \ >
N.Zaozerska, E. Bachus, D. Lindholm, M. Petersson, and A.M. Langkilde, = C) iz,g - I : : : I I I | I I I I
for the DELIVER Trial Committees and Investigators™ éi& 0 90 180 270 360 450 540 630 720 810 900 990 1080
W $F - =
. AN
DELIVER trial S 10
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Heart
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Metformin Metformin? SGLT2i Q”b SGLT2i
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DPP4j || Acar. || Pio. Ins. DPP4i || Acar. || Pio. Ins. DPP4P Acar. Insulin
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L2 If metformin is not contraindicated.
3With the exception of saxagliptin whifis s@mdfcated for patients with heart failure.

The recommendation for patients ygith e GhR< 60mi/min is weak (few studies on this population) and therefore is written with a lighter type
We recommend to deprescribe ‘g@(o@n‘y reas and glinides.

o
Q’\(DQ Mannucci E et al. for SID and AMD. Acta Diabetol, 2023
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