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3P  INTRODUZIONE, OVVERO IL "PESO" DEL PESO
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Diabetes
Care

8.4 In people with type 2 diabetes
and overweight or obesity, weight
management should represent a
primary goal of treatment along
with glycemic management. (A)

Standards of Care

in Dia bete S American Diabetes Association Professional Practice Committee; 8.
A il Obesity and Weight Management for the Prevention and Treatment of Type
2025 Assoclation- 2 Diabetes: Standards of Care in Diabetes—2025. Diabetes Care 1 January

2025; 48 (Supplement_1): S167—S180. https://doi.org/10.2337/dc25-S008
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To avoid
therapeutic

HEALTHY LIFESTYLE BEHAVIORS; DIABETES SELF-MANAGEMENT " and modty
EDUCATION AND SUPPORT; SOCIAL DETERMINANTS OF HEALTH troatment

regularly
{3-6 months)

Goal: Cardiovascular and Kidney Risk Reduction in Goal: Achievement and Maintenance
High-Risk Individuals with Type 2 Diabetes* of Weight and Glycemic Goals

+Indicators of + + . .
+ASCVD* high CVD risk . :-IF ) PR <60 SKD” i OR +Weight +Achievement and maintenance
urrent or prior €GFR <60 mL/min/1.73 m :
symptoms of HF albuminuria (ACR 3.0 mg/mmol management of glycemic goals
with documented [30 mg/g]). Repeat measurement - .
w w HFrEF or HFpEF is required to confirm CKD
J J o
+ASCVD/indicators of high CVD risk- h 4 v Diabetes
) ( w w Efficacy Metformin or other agent (including
GLP-1RA* SGLT2it with for weight combination therapy) that provides
with proven proven CVD SGLT2i+ +CKD (on maximally tolerated loss adequate EFFICACY to achieve and
VD fi fi i intai i
CVD benefit ) ( benefit with proven HF benefi dose of ACEi or ARB) p— maintain glycemic treatment goals .
in this population r - 4L Prioritize avoidance of hypoglycemia Am r n
J SGLT21* with primary evidence Semaglutide, in high-risk individuals e Ica |
of reducing CKD progression tirzepatide Dl b t 4l i
¢ SGLT2i can be started with High: Ia e es Standards of Care
€GFR =20 mL/min/1.73 m? ' - A = in Diabetes .
If A1C is above goal « Continue until initiation of Dulaglutide, ® Ssoc I atl on ® 2025 AL
dialysis or transplantation liraglutide Efficacy for glucose lowering
« Glucose-lowering efficacy is reduced " =
with eGFR <45 mL/min/1.73 m* ntermediate: Very high: : H H H H
— CIITEAl  oosouie tiancosolsemoguice American Diabetes Association Professional
+ Forindividuals on a GLP-1 RA, consider adding — —_— isted above), tirzepatide, insulin 1 H - H
ﬁg;‘:’ifai;v;rt]gfmven CVD benefit or vice versa '_“— SGLT2i Combination oral, combination PraCt| ce Comm|ttee, 9 . ) PharmaCO|Og|C
(GLP-1 RA® with proven GKD benefit Neutrat injectable (GLP-1RA and insulin) Approaches to Glycemic Treatment: Standards
Metformin, High: i i i
etformi Lot RA (ot st asoue), metformin, of Care in Diabetes—2025. Diabetes Care 1

If A1C is above goal, for individuals
on SGLT2i, consider incorporating
a GLP-1 RA or vice versa

pioglitazone, SGLT2i, sulfonylurea

January 2025; 48 (Supplement_1): S181—
S206. https://doi.org/10.2337/dc25-S009

Intermediate:
DPP-4i

If additional cardiovascular and kidney risk reduction, management of other
metabolic comorbidities, and/or glycemic lowering is needed

If A1C is above goal or significant hypoglycemia or
hyperglycemia or barriers to care are identified

—/

[ +Mitigating risk of MASLD or MASH

Refer to DSMES to support self-efficacy in achievement of
treatment goals

Consider technology (e.g., diagnostic or personal CGM) to
identify therapeutic gaps and tailor therapy

+ Identify and address SDOH that impact achievement of
Agents with potential benefit in MASLD or MASH treatment goals
GLP-1RA, dual GIP and GLP-1 RA, pioglitazone, or combination of GLP-1 RA with pioglitazone
Use insulin in the setting of decompensated cirrhosis
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regularly
{3-6 months)

Goal: Cardiovascular and Kidney Risk Reduction in Goal: Achievement and Maintenance
High-Risk Individuals with Type 2 Diabetes* of Weight and Glycemic Goals
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w w HFrEF or HFpEF is required to confirm CKD
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If A1C is above goal or significant hypoglycemia or
hyperglycemia or barriers to care are identified

If additional cardiovascular and kidney risk reduction, management of other
metabolic comorbidities, and/or glycemic lowering is needed

Refer to DSMES to support self-efficacy in achievement of
treatment goals

Consider technology (e.g., diagnostic or personal CGM) to
identify therapeutic gaps and tailor therapy

+ Identify and address SDOH that impact achievement of
Agents with potential benefit in MASLD or MASH treatment goals
GLP-1RA, dual GIP and GLP-1 RA, pioglitazone, or combination of GLP-1 RA with pioglitazone
Use insulin in the setting of decompensated cirrhosis

—/

[ +Mitigating risk of MASLD or MASH

S



https://doi.org/10.2337/dc25-S009
https://doi.org/10.2337/dc25-S009
https://doi.org/10.2337/dc25-S009

‘ Goal: Achievement and Maintenance
of Weight and Glycemic Goals

+Weight +Achievement and maintenance
management of glycemic goals
Efficacy Metformin or other agent (including
for weight combination therapy) that provides
loss adequate EFFICACY to achieve and
maintain glycemic treatment goals
il h'g_h: Prioritize avoidance of hypoglycemia
Semaglutide, in high-risk individuals
tirzepatide
High: l
Dulaglutide,
liraglutide Efficacy for glucose lowering

Intermediate:

GLP-1RA (not
listed above),
SGLT2i

Neutral:

Metformin,
DPP-4i

Very high:

Dulaglutide (high dose), semaglutide,
tirzepatide, insulin
Combination oral, combination

injectable (GLP-1 RA andinsulin)

High:
GLP-1RA (not listed above), metformin,

pioglitazone, SGLT2i, sulfonylurea

Intermediate:
DPP-4i

8.5 Provide weight management
treatment, aiming for any magnitude of
weight loss. Weight loss of 3—7% of
baseline weight improves glycemia and
other intermediate cardiovascular risk
factors. (A)

Sustained loss of >10% of body weight
usually confers greater benefits,
including disease-modifying effects and
possible remission of type 2 diabetes,
and may improve long-term
cardiovascular outcomes and

mortality. (B)

I8£lgetes American Diabetes Association Professional

Practice Committee; 9. Pharmacologic
Approaches to Glycemic Treatment: Standards

a4 of Care in Diabetes—2025. Diabetes Care 1
iAW January 2025; 48 (Supplement_1): S181—
o Diateatae S206. https://doi.org/10.2337/dc25-S009
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SVOLGIMENTO, OVVERO METTIAMO LA TROPPA "CICCIA" AL FUOCO

1) FARMACI CON EFFETTO NEUTRO SUL PESO
e Metformina
« |[DPP4

2) FARMACI CON EFFETTO DI INCREMENTO DEL PESO
Insulina
Sulfaniluree
Glitazoni

ISGLIT2
GLP1-RA
GLP1-RA/GIP




FARMACI CON EFFETTO "NEUTRO" SUL PESO: METFORMINA ‘
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Foretz M et al.

Metformin: update on mechanisms of action and repurposing potential.
Nat Rev Endocrinol. 2023 Aug;19(8):460-476. doi: 10.1038/s41574-023-00833-4.




FARMACI CON EFFETTO "NEUTRO" SUL PESO: METFORMINA

Regulation of Obesity, Appetite, and Weight Loss by Metformin

[ Hepatic Effects:

» Decrease in hepatic glucose production and
reduced systemic insulin requirement

Gut Microbiome Effects:
.

* Alteration of gut microbiota (Bacteroides/
Firmicutes ratio)

« Alteration in Lactobacillus sp. and hepatic
glucose production

* Increase in Ackermansia sp.
* Increase in the production of SCFA

CNS Effects:

« Suppression of orexigenic hypothalamic
AgRP neurons via AMPK suppression

* Increase in hypothalamic leptin sensitivity

« Increased production of incretins and vagal
signaling via NTS (GLP-1, PYY)

* Appetite suppression via post-prandial
elevation in lactate production

Aging Effects:
« Reduction in sarcopenic obesity?

* Reversal of aging-related metabolic
derangement

Takeshita Y et al.

%

Gl Effects:
« Nausea (central vs. GLP-1 mediated)

« Alteration in bile absorption and secondary
gut hormone signaling

» Diarrhea and bloating due to altered
enterocyte metabolism

* Dysgeusia

Effects of metformin and alogliptin on body composition in people with type 2 diabetes.
J Diabetes Investig. 2019 May;10(3):723-730. doi: 10.1111/jdi.12920.
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FARMACI CON EFFETTO "NEUTRO" SUL PESO: METFORMINA ‘

Review: The efficacy of metformin. A meta-analysis
Comparnison or Outcome WMD (95%Cl)
Metformin vs./Placebo
Glycosylated Hb (%) .
Blood glucose (mmol/l) ——
Body weight (kg) —t—
Metformin vs./Sulfonylureairea
Glycosylated Hb (%) ‘r
Blood glucose (mmoll)
Metformin vs./Glibenclamide
Glycosylated Hb (%)
Blood glucose (mmol/l) .r
Body weight (kg) ——

> W R
Favors Treatment  Favors Control

Johansen K.

Efficacy of metformin in the treatment of NIDDM. Meta-analysis.
Diabetes Care. 1999 Jan;22(1):33-7. doi: 10.2337/diacare.22.1.33.




B FARMACI CON EFFETTO "NEUTRO" SUL PESO: METFORMINA G

EFFETTO DELLA METFORMINA SUL PESO NEI DIABETICI
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UK Prospective Diabetes Study (UKPDS)

Golay A.
Metformin and body weight.
Int J Obes (Lond). 2008 Jan;32(1):61-72. doi: 10.1038/s;.ij0.0803695.




FARMACI CON EFFETTO NEUTRO SUL PESO: iDPP4

R~

Oral glucose

DPP4 resistance GIP and

DPP4 inhibitors
(Sitagliptin, Saxagliptin,
Vildagliptin, Alogliptin, Linagliptin)

GLP-1 analogues
(Extentide, Liraglutite)

Small intestine

l

Inactive
GIP, GLP-1
Pancreas Brain Stomach Liver
T insulin 1 saticty | gastric T glycemic control
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Janardhan S et al.
Dipeptidyl peptidase IV inhibitors: a new paradigm in type 2 diabetes treatment.
Curr Drug Targets. 2014 Jun;15(6):600-21. doi: 10.2174/1389450115666140311102638.




’ FARMACI CON EFFETTO NEUTRO SUL PESO: iDPP4

C. Change in Body Weight (kg)

SUs B 2.06 (1.15, 2.96)
Glinides B 1.77 (0.46, 3.28)
TZDs = 2.08 (0.98, 3.17)
AGls l -1.80 (-3.79, 0.21)
DPP-4 Inhibitors B -0.14 (-0.94, 0.63)
GLP-1 Analogues B -1.74 (-3.11, -0.48)
Placebo (Referent)
-5.:‘3 S ‘-2.‘5 S 0.0 o 2.'5 o 5.5'

Weighted Mean Difference (95% Credible Interval)

Phung OlJ et al.

Effect of noninsulin antidiabetic drugs added to metformin therapy on glycemic
control, weight gain, and hypoglycemia in type 2 diabetes.
JAMA. 2010 Apr 14;303(14):1410-8. doi: 10.1001/jama.2010.405.
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C. Change in Body Weight (kg)
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Phung OlJ et al.

Effect of noninsulin antidiabetic drugs added to metformin therapy on glycemic
control, weight gain, and hypoglycemia in type 2 diabetes.
JAMA. 2010 Apr 14;303(14):1410-8. doi: 10.1001/jama.2010.405.




’ FARMACI CON EFFETTO NEUTRO SUL PESO: iDPP4

e DPP-4 inhibitors increase active GLP-1 concentrations by 2 or 3 times the

concentration at baseline.
However, the stimulation of GLP-1 receptor activity with GLP-1RA is several

times higher than with DPP-4 inhibitors.

e The long half-life of GLP-1RA, particularly those products administered once-
daily or once-weekly, may also contribute to increased efficacy.

Gilbert MP et al
GLP-1 Analogs and DPP-4 Inhibitors in Type 2 Diabetes Therapy: Review of Head-to-Head Clinical Trials.
Front Endocrinol (Lausanne). 2020 Apr 3;11:178. doi: 10.3389/fendo.2020.00178.
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. EFFETTO INCREMENTO SUL PESO: INSULINA
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Lee SH et al.

Insulin Resistance: From Mechanisms to
Therapeutic Strategies.

Diabetes Metab J. 2022 Jan;46(1):15-37. doi:
10.4093/dm;j.2021.0280




EFFETTO INCREMENTO SUL PESO: INSULINA

Change in Body Weight

cross-sectional, mean values Mechanisms of weight gain with insulin treatment:
7.5
e e Anabolic effects of insulin, especially when insulin
Intensive & -u-8- " is given in high doses to overcome insulin resistance
5.0 a-u
: N
_m
x o000 e Elimination of glycosuria with consequent
' ; " retention of calories
; e Conventional
ﬂ ﬂ 8 i.lf.! ————————————————————————— . . . .
: e Appetite stimulation by hypoglycemia, and
increased freedom to eat when hyperglycemia is
25 averted or offset by insulin therapy
0 3 6 2] 12 15
Years from randomization
Heller S.

Weight gain during insulin therapy in patients with type 2 diabetes mellitus.
Diabetes Res Clin Pract. 2004 Sep;65 Suppl 1:523-7. doi: 10.1016/j.diabres.2004.07.005.
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EFFETTO INCREMENTO SUL PESO: INSULINA
...e se nell'insulina aggiungiamo un GLP1-RA
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Gough SCet al.
Efficacy and safety of a fixed-ratio combination of insulin degludec
and liraglutide (IDeglLira) compared with its components given Del Prato S.
alone: results of a phase 3, open-label, randomised, 26-week, Fixed-ratio combination of basal insulin and GLP-1
treat-to-target trial in insulin-naive patients with type 2 diabetes. receptor agonist: is two better than one?
Lancet Diabetes Endocrinol. 2014 Nov;2(11):885-93. doi: Lancet Diabetes Endocrinol. 2014 Nov:2(11):856-8. doi:
10.1016/52213-8587(14)70174-3. 10.1016/52213-8587(14)70185-8.




@ EFFETTO INCREMENTO SUL PESO: SULFANILUREE E GLINIDI (]

C. Change in Body Weight (kg)
SUs B 2.06 (1.15, 2.96)
Glinides B 1.77 (0.46, 3.28)
TZDs = 2.08 (0.98, 3.17)
AGls L -1.80 (-3.79, 0.21)
DPP-4 Inhibitors B -0.14 (-0.94, 0.63)
GLP-1 Analogues B 1.74 (-3.11, -0.48)
Placebo (Referent)
-5.:‘3 o -2.‘5 S 0.0 o 2.'5 o 5.5'
Weighted Mean Difference (95% Credible Interval)

Phung OlJ et al.

Effect of noninsulin antidiabetic drugs added to metformin therapy on glycemic
control, weight gain, and hypoglycemia in type 2 diabetes.

JAMA. 2010 Apr 14;303(14):1410-8. doi: 10.1001/jama.2010.405.
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Phung OlJ et al.

Effect of noninsulin antidiabetic drugs added to metformin therapy on glycemic
control, weight gain, and hypoglycemia in type 2 diabetes.

JAMA. 2010 Apr 14;303(14):1410-8. doi: 10.1001/jama.2010.405.




’ EFFETTO INCREMENTO SUL PESO: SULFANILUREE E GLINIDI

Voltage Sensitive Calcium Channel
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Sulfonylurea Z

Sulfonylurea
Receptor

Insulin vesicles
Ca%*

K,rp channel
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Al-Saleh Y et al.

Sulfonylureas in the Current Practice of Type 2 Diabetes Management: Are They All
the Same? Consensus from the Gulf Cooperation Council (GCC) Countries Advisory

Board on Sulfonylureas
Diabetes Ther. 2021 Aug;12(8):2115-2132. doi: 10.1007/s13300-021-01059-1

The weight gain associated with
sulfonylureas use is described to
be most likely a result of
increased caloric intake
associated with effort to avoid
hypoglycemia, in addition to the
effect of increased insulin levels
in the body.

Ghusn W et al.

Weight-centric treatment of type 2
diabetes mellitus.

Obes Pillars. 2022 Nov 24;4:100045. doi:
10.1016/j.0bpill.2022.100045.
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EFFETTO INCREMENTO SUL PESO: GLITAZONI

SUs
Glinides

TZDs

C. Change in Body Weight (kg)

AGIls
DPP-4 Inhibitors

GLP-1 Analogues
Placebo (Referent)

B
—m—

2.06 (1.15, 2.96)
1.77 (0.46, 3.28)
2.08 (0.98, 3.17)
-1.80 (-3.79, 0.21)
-0.14 (-0.94, 0.63)
-1.74 (-3.11, -0.48)

1 1 1 1 1

4
-2.5 0.0

Weighted Mean Difference (95% Credible Interval)

[
2.5

Phung OlJ et al.

Effect of noninsulin antidiabetic drugs added to metformin therapy on glycemic

control, weight gain, and hypoglycemia in type 2 diabetes.
JAMA. 2010 Apr 14;303(14):1410-8. doi: 10.1001/jama.2010.405.




EFFETTO INCREMENTO SUL PESO: GLITAZONI

C. Change in Body Weight (kg)

GLP-1 Analogues
Placebo (Referent)

SUs B 2.06 (1.15, 2.96)
Glinides B 1.77 (0.46, 3.28)
TZDs —— 2.08 (0.98, 3.17)
AGls l -1.80 (-3.79, 0.21)
DPP-4 Inhibitors B -0.14 (-0.94, 0.63)

-1.74 (-3.11, -0.48)

1 1 1 1 1

4
-2.5 0.0

Weighted Mean Difference (95% Credible Interval)

[
2.5

Phung OlJ et al.

Effect of noninsulin antidiabetic drugs added to metformin therapy on glycemic

control, weight gain, and hypoglycemia in type 2 diabetes.
JAMA. 2010 Apr 14;303(14):1410-8. doi: 10.1001/jama.2010.405.




EFFETTO INCREMENTO SUL PESO: GLITAZONI

Possible Causes of Weight Gain
with Thiazolidinediones:

e Fat cell proliferation

* Increased appetite

e Decreased leptin production

e Decreased glycosuria

e Lack of compliance with diet

¢ Fluid retention

Fonseca V.

Effect of thiazolidinediones on body weight in
patients with diabetes mellitus.

Am J Med. 2003 Dec 8;115 Suppl 8A:42S-48S.
doi: 10.1016/j.amjmed.2003.09.005

Aldosterone

Kiryluk K et al.
Thiazolidinediones and fluid retention.
Kidney Int. 2007 Sep;72(6):762-8. doi: 10.1038/sj.ki.5002442.
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EFFETTO INCREMENTO SUL PESO: GLITAZONI
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TRENDS in Endocrinology & Metabolism

Possible Causes of Weight Gain
with Thiazolidinediones:

e Fat cell proliferation

* Increased appetite

e Decreased leptin production

e Decreased glycosuria

e Lack of compliance with diet

¢ Fluid retention

Cariou Bet al.
Thiazolidinediones and PPARy agonists: time for a reassessment.
Trends Endocrinol Metab. 2012 May;23(5):205-15. doi: 10.1016/j.tem.2012.03.001.

 Liver steatosis

Fonseca V.

Effect of thiazolidinediones on body weight in
patients with diabetes mellitus.

Am J Med. 2003 Dec 8;115 Suppl 8A:42S-48S.
doi: 10.1016/j.amjmed.2003.09.005
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EFFETTO RIDUZIONE DEL PESO: iSGLT2

Body Weight
Placebo - «
Dapa 2.5 mg - ——
Dapa 5 mg - —.
Dapa 10 mg - —
Empa 10 mg - T —
Empa 25 mg - -
Cana 100 mg - i
Cana300mg+H F—e——-
-3 -2 - 0
Mean difference

o

Pinto LC et al.
Dose-ranging effects of SGLT2 inhibitors in patients with type 2 diabetes: a systematic review and meta-
analysis.

‘ Arch Endocrinol Metab. 2022 Mar 8;66(1):68-76. doi: 10.20945/2359-3997000000440.



EFFETTO RIDUZIONE DEL PESO: iSGLT2

¥ preload ¥ afterload

Descending
limb Distal
Glucose  Proximal  of loH convoluted

Y G / ‘“7“"* @ Systolic blood pressure J
...: x
( :. 4 @ Arterial stiffness ;
sGLT2 ) & - : :
inhibitors | & o Diuresis @ Volume of blood |
x / v N | Ascending f | el Body weight‘
A Amb Natriuresi
SGLT2 ' atriuresis a Hyperglycaemia‘
~90% SGltzl Collecting
Gl ~10% duct
N o - Loo}) e R 2 | ) Glucagon T Ketones T
gabsartan (LoH) ~ Glucosuria

‘ A B Glucosetoxicityl

° ° ”J'-l‘ »
Uricosuria Insulin resistance &

Dutka M et al.
Sodium glucose cotransporter 2 inhibitors: mechanisms of action in heart failure.
Heart Fail Rev. 2021 May;26(3):603-622. doi: 10.1007/s10741-020-10041-1.



EFFETTO RIDUZIONE DEL PESO: GLP1-RA e GLP1-RA/GIP
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14.00

EFFETTO RIDUZIONE DEL PESO: GLP1-RA e GLP1-RA/GIP

Terza Sessione - “The best is yet to come™
Opportunita di terapia farmacologica

Moderatori: R. Fornengo, A.R. Pia

Effetto sul peso dei farmaci diabetologici
G. Margiotta

14.20

Agonisti GLP-1 e doppi agonisti:
ruolo nel paziente diabetico e non diabetico
M. Pellegrino

14.40

15.00

15.20

La remissione del diabete: un sogno divenuto realta

M. Valenzano

Discussione sui temi trattati
Discussants: R. Fornengo, A.R. Pia

Conclusioni e Take Home Messages
F. Garino, E. Pergolizzi

&




Profiles of Antidiabetic Medications

SINOSSI, OVVERO ARRIVIAMO ALL’OSSO DELLA QUESTIONE

O A

HYPO

WEIGHT

RENAL / GU

Gl Sx

CHF
CARDIAC
ASCVD

BONE

KETOACIDOSIS

B Few adverse events or possible benefits || Likelihood of adverse effects

Use with caution

MET

Neutral

Slight Loss

Contra-
indicated
if eGFR < 30
mL/min/
1.73 m?

Moderate

Neutral

Neutral

Neutral

COPYRIGHT © 2018 AACE

GLP-1 RA

Neutral

Exenatide
Not
Indicated
CrCl <30

Possible
Benefit of
Liraglutide l

Moderate

Neutral

Neutral

SGLT-2i

Neutral

Not Indicated for
eGFR <45 ml/
min/1.73 m?

Genital Mycotic
Infections

Possible Benefit
of Empagliflozin

Neutral

Mild Fracture
Risk

DKA Can Occur
in Various
Stress Settings

DPP-4i

Neutral

Neutral

Dose
Adjustment
Necessary
(Except
Linagliptin)

Effective in
Reducing
Albuminuria

Neutral

Neutral

Neutral

’ TZD
AGi (moderate
dose)

Neutral

Neutral

Neutral Neutral

Moderate

Neutral

Moderate

Neutral May

Reduce
Stroke Risk

Moderate
Fracture
Risk

Neutral

Neutral Neutral

SuU

Neutral

Neutral

Possible
ASCVD
Risk

Neutral

Neutral

1. Liraglutide—FDA approved for prevention of MACE events.
2. Empaglifiozin—FDA approved to reduce CV mortality. Canagliflozin shown to reduce MACE events.

3. Possible increased hospitalizations for heart failure with alogliptin and saxagliptin.

COLSVL BCR-QR

Neutral

Neutral

Neutral

Neutral

Benefit

Neutral

Neutral

MAY NOT BE REPRODUCED IN ANY FORM WITHOUT EXPRESS WRITTEN PERMISSION FROM AACE. DOI 10.4158/CS-2017-0153

INSULIN PRAML

Moderate

to Severe Neutral

Neutral

Moderate Moderate

Neutral

Neutral

Neutral

Neutral

Neutral Neutral

Garber AJ, Abrahamson
MJ, Barzilay ]I, et al.
AACE/ACE
comprehensive type 2
diabetes
management
algorithm
2018.Endocr Pract.
2018;24:91-120




SINOSSI, OVVERO ARRIVIAMO ALL’OSSO DELLA QUESTIONE

Profiles of Antidiabetic Medications @ fc\

TZD
MET GLP-1 RA SGLT-2i DPP-4i AGi (moderate >y GLN COLSVL BCR-QR INSULIN PRAML
dose)

Profiles of Antidiabetic Medications

TZD SuU
MET GLP-1 RA SGLT-2i DPP-4i AGi (moderate INSULIN
dose) GLN

l
oderate

Gl Sx Moderate M Mild Moderate Moderate
CHF - Moderate EENEVE Neutral Neutral BEHERISK
CARDIAC . . . Neutral
e B Few adverse events or possible benefits | Likelihood of adverse effects
Use with caution
BONE Neutral Neutral LDy Neutral Neutral Fracture Neutral Neutral Neutral Neutral Neutral
Risk
Risk
DKA Can Occur
KETOACIDOSIS Neutral Neutral in Various Neutral Neutral Neutral Neutral Neutral Neutral Neutral Neutral
Stress Settings

1. Liraglutide—FDA approved for prevention of MACE events.
2. Empagliflozin—FDA approved to reduce CV mortality. Canagliflozin shown to reduce MACE events.
3. Possible increased hospitalizations for heart failure with alogliptin and saxagliptin.

B Few adverse events or possible benefits || Likelihood of adverse effects

Use with caution

COPYRIGHT © 2018 AACE MAY NOT BE REPRODUCED IN ANY FORM WITHOUT EXPRESS WRITTEN PERMISSION FROM AACE. DOI 10.4158/CS-2017-0153




EPILOGO, OVVERO IL "BILANCIO" CON LA REALTA

o o
P
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: i - SISTEMA NAZIONALE LINEE GUIDA DELLISTITUTO SUPERIORE DI SANITA Jm

Societa Italiana

ASSOCIAZIONE
di Diabetologia

MEDICI
DIABETOLOGI

Linea Guida della Societa Italiana di Diabetologia (SID) e
dell’Associazione dei Medici Diabetologi (AMD)

La terapia del diabete mellito di tipo 2

Linea guida pubblicata nel Sistema Nazionale Linee Guida
Roma, 26 luglio 2021
Aggiornamento 23 febbraio 2023




5. Terapia farmacologica

Nessun evento
cardiovascolare, non
scompenso cardiaco,

eGFR2> 60 ml/min

Nessun evento
cardiovascolare, non
scompenso cardiaco,

eGFR< 60 mil/min

Pregresso evento
cardiovascolare, non

scompenso cardiaco

& B | £ D | D 4
Metformin Metformin? }L SGLT2i ]
- V| © ‘
SGLT2i GLP1RA GLP1RA }
" ¥V | U \_ VA

Scompenso
cardiaco

- EERE

E IL PESO? DOV’E?







...IL"QUINTO QUARTO"
r B

Obesita

GLP1RA

Linea guida pubblicata nel Sistema Nazionale Linee Guida
Roma, 26 luglio 2021
Aggiornamento 23-febbraio2623—

Torino, 12 aprile 2025




GRAZIE PER
L’ ATTENZIONE
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