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Consensus ADA/EASD USE OF GLUCOSE-LOWERING MEDICATIONS IN THE MANAGEMENT OF TYPE 2 DIABETES

2022 HEALTHY LIFESTYLE BEHAVIOURS; DIABETES SELF-MANAGEMENT EDUCATION AND SUPPORT (DSMES); SOCIAL DETERMINANTS OF HEALTH (SDOH) R

{36 MONTHS)

To AvOID

Goal: Cardiorenal Risk Reduction in High-Risk Patients with Type 2 Diabetes (In addition to comprehensive CV risk management)*

+ASCVDt +Indicators of high risk +HF +CKD Glycaemic Management: Choose Achievement and Maintenance of
Defined differently across While definitions vary, most Current or prior eGFR < 60 ml/min per 1.73 m? OR approaches that provide the Weight Management Goals:
CVOTs but all included comprise = 55 years of age symptoms albuminuria (ACR = 3.0 mg/mmol efficacy to achieve goals: . . .
individuals with established with two or more additional of HF with {30mg/g)). These measurements Metformin OR Agent(s) including [ Set individualised weight management goal
CVD (e.g. MI, stroke, any risk factors (including obesity, documented may vary over time; thus, a repeat COMBINATION therapy that provide
revascularisation procedure). hypertension, smoking HFrEF or HFpEF measure is required to document CKD. adequate EFFICACY to achieve General lifestyle advice: Intensive evidence
Variably included: conditions dyslipidaemia or albuminuria) and maintain treatment goals medical nutrition based structured
such as transient ischaemic g therapy/eating patterns/ weight manageme
s Consider avoidance of hypoglycaemia a physical activity programme
attack, unstable angi
ampl;.:“m sympt:?mn; +CKD (on maximally tolerated dose priority in high-risk individuals
nat of ACEi/ARB
o asymnptun:?(ll: SNy ) | Consider medication Consider metabol
bt S b J— PREFERABLY In general, higher efficacy approaches | for weight loss surgery
with proven i SGLT2i with primary evidence of have greater llkell!mod of achieving - - -
HF benefit reducing CKD progression glycaemic goals When choosing glucese-lowering therapi
+ASCVD/Indicators of High Risk in this » Use SBLT2i in people with an eGFR = Efficacy for glucose lowering Consider regimen with high-to-very-high du
population | || 20 mUmin per 1.73 m? once initiated Very High: glucose and weight efficacy
GLP-1 RA* with proven SGLT2i¢ with proven | should be continued until initiation Dulaglutide (high dose),
CVD benefit CVD benefit of dialysis or transplantation Semaglutide, Tirzepatide ] | |
_GL_P :R:\ - h_ OR _C\TI); _ef_ f_ Insulin Efficacy for weight loss
- with proven enefit i i L w
. e Combination Oral, Combination Very High:
SGLT2i not tolerated or contraindicated Injectable (GLP-1 RA/Insulin) Semaglutide, Tirzepatide
x High: High:
If HbA, _ above target, for patients GLP-1RA (no_t listed above), Metformin, Dulaglutide, Liraglutide
. . . L on SGLTZi, consider incorporating a SGLT2i, Sulfonylurea, TZD Intermediate:
* For Patlg‘l;lt)shnn afﬁLP—1_ RA consider adding S6LT2i with GLP-1 RA or vice versa Intermediate: GLP-1RA (not listed above), SGLT2i
. '?';T)‘:\en enefit or vice versa DPP-4i Neutral:
‘ DPP-4i, Metformin
¥ + l S 2

[ If additional cardiorenal risk reduction or glycaemic lowering needed

If HbA,_above target = "\
ACEi, Angiotensin-Converting Enzyme Inhibitor; ACR, Albumin/Creatinine Ratio; ARB, Angiotensin Receptor Blocker; ASCVD, Atherosclerotic Cardiovascular Disease; CGM, Continuous Glucose Monitoring; CKD, & \‘)—\\l

Chronic Kidney Disease; CV, Cardi lar; CVD, Cardi lar Disease; CVOT, Cardiovascular Outcomes Trial; DPP-4i, Dipeptidyl Peptidase-& Inhibitor; eGFR, Estimated Glomerular Filtration Rate; GLP-1 RA, Identify barriers to goals:

Glucagon-Like Peptide-1 Receptor Agonist; HF, Heart Failure; HFpEF, Heart Failure with preserved Ejection Fraction; HFrEF, Heart Failure with reduced Ejection Fraction; HHF, Hospitalisation for Heart Failure; . y der DSMES rgfe | \f-effi in achi of goals

MACE, Major Adverse Cardiovascular Events; MI, Myocardial Infarction; SDOH, Social Determinants of Health; S6LT2i, Sodium-Glucose Cotransporter-2 Inhibitor; T2D, Type 2 Diabetes; TZD, Thiazolidinedione. C:“s!der technol ';ra t‘:l_"'"m:;: SEG;I) t::adcynlinf; th'm':::l goa d tailor th /// /
= Consider technology (e.g. diagnostic identify therapeutic gaps and tailor

* In people with HF, CKD, established CVD or multiple risk factors for CVD, the decision to use a GLP-1 RA or SGLT2i with proven benefit should be independent of background use of metformin; A strong = Identify and address SDOH that impact on achievement of goals 7

recommendation is warranted for people with CVD and a weaker recommendation for those with indicators of high CV risk. M ;, a higher absolute risk reduction and thus lower numbers needed to treat
are seen at higher levels of baseline risk and should be factored into the shared decision-making process. See text for details; A Low-dose TZD may be better tolerated and similarly effective; § For SGLT2i, CV/
renal outcomes trials demonstrate their efficacy in reducing the risk of composite MACE, CV death, all-cause mortality, MI, HHF and renal outcomes in individuals with T2D with established/high risk of CVD;

# For GLP-1 RA, CVOTs demonstrate their efficacy in reducing composite MACE, CV death, all-cause mortality, Ml, stroke and renal endpoints in individuals with T2D with established/high risk of CVD.
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KDIGO 2022 guideline on diabetes in
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Figure 3 | Holistic approach for improving outcomes in patients with diabetes and chronic kidney disease. “Angiotensin-converting
enzyme inhibitor (ACE) or angiotensin |l receptor blocker (ARB) should be first-line therapy for hypertension (HTM) when albuminuria is
present, othenwvise dihydropyridine calcium channel blocker (CCB) or diuretic can also be considered; all 2 clazses are often needed to attain
blood pressure (BP) targets. tFinerenone is currently the only nonsteroidal mineralocorticold receptor antagonist {MRA) with proven clinical
kidney and cardiovascular benefits. kcons presented indicate the following benefits: blood pressure cuff = blood pressure=lowering;
glucometer = glucose-lowering; heart = heart protection; kidney = kidney protection; scale = weight management; ACR, albumin—creatinine
ratio; ASCVD, atherosclerotic cardiovascular disease; CVD, cardiovascular disease; eGFR, estimated glomerular filtration rate; GLP-1 RA,
glucagon-like peptide-1 receptor agonist; PCSKSI, proprotein convertase subtilisin/kexin type 9 inhibitor; RAS, renin-angiotensin systemg

Gl
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SGLT2, sodium-glucose cotransporter-2 inhibivor; T1D, type 1 diabetes; T2D, type 2 diabetes.
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GLYCEMIC CONTROL ALGORITHM

LIFESTYLE THERAPY

{Including Medically Assisted Weight Loss)
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Monitoraggio glicemicg™ sz

6.1 Si suggerisce un monitoraggio glicemico strutturato (con uno schema predefinito di glicemie capillari
da eseguire) per i soggetti con diabete mellito di tipo 2.

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

6.2. Non si suggerisce un monitoraggio glicemico in continuo (monitoraggio continuo o a
scansione), al posto del controllo glicemico capillare, per la misurazione della glicemia nei
pazienti con diabete mellito di tipo 2 in trattamento insulinico basal-bolus.

Forza della raccomandazione: debole. Qualita delle prove: molto bassa.
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o) Terapia farmacologica “~cusemsz

5.1 Si raccomanda l'uso di metformina come farmaco di prima scelta per il trattamento a lungo termine
in pazienti con diabete di tipo 2 senza pregressi eventi cardiovascolari: SGLT-2i e i GLP-1 RA sono
raccomandati come farmaci di seconda scelta. Pioglitazone, DPP-4i, acarbosio ed insulina dovrebbero
essere considerati farmaci di terza scelta.

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

Agonisti recettore GLP1 Inibitori SGLT2

Le associazioni tra pil: farmaci devono essere prescritte secondo le indicazioni delle rispettive schede tecniche.
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Figura 1 — Effetti del trattamento con farmaci antidiabetici sulla HbA1lc rispetto alla metformina
(metanalisi network: pannello A 52 settimane; pannello B2104 settimane).

Pannello A
Treatment WMD (95% CI)
GLP-1RA & -0.21(-0.33:-0.10)
Sulphonylureas . 2 -0.09(-0.40;0.22)
SGLT-2 mhibstors ks 0.00(-0.13;0.13)
Insulin ' 0.02(-0.44,0.48)
DPP-4 inhibitors % 0.08(-0.07;0.22)
Fiogitazone 0.13(-0.47;0.72)
Alpha-glucosidase nhibtors ® 0.41(0.02;0.80)
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Figura 1 — Effetti del trattamento con metformina rispetto a placebo/nessun trattamento o altri
farmaci attivi sul rischio di MACE (Pannello A: forest plot; pannello B: analisi suddividendo i trial tra
prevenzione primaria e secondaria; pannello C: funnel plot).

Pannello A
Metformin Control 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 ABCDEFG
Hong 2013 7 156 14 148 13.0% 0.45 [0.18, 1.15] . LI 1111 T]
UKPDS 34 55 342 109 411 87.0% 0.53 [0.27, 0.76] " = + 4@+ +++
Total (95% CI) 498 559 100.0% 0.52 [0.37, 0.73] <D
Total events 62 1232
Heterogeneity Tau® = 0.00; Chi? = 0.11, df = 1 (P = 0.75); I = 0% ' i

Test for owerall effect; £ = 2. 80 (P = 0.0001)

0.1 02 05 1 2 5 10
Favours [metformin] Favours [control]
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5.2.1. Si raccomanda 'uso di metformina, SGLT-2i e GLP-1 RA come farmaci di prima scelta per il
trattamento a lungo termine in pazienti con diabete di tipo 2 con pregressi eventi cardiovascolari e
senza scompenso cardiaco. Pioglitazone, DPP-4i, acarbosio ed insulina dovrebbero essere considerati
farmaci di seconda scelta.

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

Agonisti recettore GLP1 Inibitori SGLT2

Le associazioni tra pil farmaci devono essere prescritte secondo le indicazioni delle rispettive schede tecniche.

*
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Figura 1 — Effetti del trattamento con inibitori della GLP-1 RA rispetto a placebo/nessun trattamento
o altri farmaci attivi sul rischio di MACE

GLP.1RA Control 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 ABCDEFG
Rosenstock 2019 (69) 14 1387 2 467 0.1% 2.35[0.53, 10.39] * ax IITIIXIT)
Tuttle 2018 (70) 8 383 4 194 0.2% 1.01[0.30, 3.41) + I 1 I 1T T1TT!
Gough 2015 (65) 1 414 1 413 0.0% 1.00 [0.06, 16.00] + + 20000660
ELIXA (3 1) 389 3024 397 3034 14.2% 0,98 [0.84, 1.13) — - d8eG 700
EXSCEL (24) 839 7356 905 7396 219% 0.92 [0.84, 1.02] —8r L1 1 1 RA 1
REWIND (S) 504 4949 663 4952 228% 0.88 [0.78, 0.99) —— YT YL EY ]
LEADER (32) 608 4668 694 4672 232% 0.86 [0.76, 0.97] e SISO
PIONEER-6 (30) 61 1591 76 1592 2.7% 0.80 [0.56, 1.12] SeeGeGe
SUSTAIN-6 (33) 108 1648 146 1649 48% 0.72 [0.56, 0.94] CTITTTTIIT]
Arturi 2017 (64) 0 10 0 10 Not estimable LTI F LR L
Total (95% CI) 25450 24379 100.0% 0.89 [0.84, 0.94] £
Total events 2622 ZEBEE
Heterogeneity Tau® = 000, Chi* = 7.00, df = B (P = 0.54) I’ = 0% ok 1T 1 1%

Test for overall effect: £ = 3.92 (P < 0.0001)

GLP-1 RA Favours [control]
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Figura 1 — Effetti del trattamento con SGLT-2i rispetto a placebo/nessun trattamento o altri farmaci

attivi sul rischio di MACE

SGLT-2 inhibitors Comparators

Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Ci

Jabbour 2018 1 228 0 221 0.1%
Neal 2017 355 5795 311 4347 23.2%
Wiviott 2018 756 8582 803 8578 530%
Zinman 2015 490 487 281 2333 13.7%
Total (95% CI) 19292 15485 100.0%
Total events 1602 1396

Heterogeneity: Tau™= 000, Chi*= 214, df= 3 (P=054), = 0%
Test for overall effect Z= 2.90 (P = 0.004)

3.00(0.12,74.03)
0.85]0.72,0.99)]
094 [D.84,1.04)
0.85[0.73, 0.99]

0.89 [0.83, 0.96]

Ddds Ratio Risk of Bias
M-H, Random, 95% CI ABCDEFG
-
| ]
=
'
0102 05 1 2 5 10

Favours [SGLT-2i1 Favours [control]
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SGLT-2 inhibitors  Comparators Odds Ratio Olds Ratio Rizk of Bias .
Study o Subgroup Events  Tolal Events  Tolal Weight M-H, Random, 95% Cl M.H, Random, 95% CI ABCDEFG Eﬂ:ettl del trattamento COn
Bolinder 2014 0 175 0 B0 Not estimable
MAraki 2015 0 273 0 63 Mot estimatla E T R T T
Merker 2015 0 311 0 301 Not estimable =======
Dagago-Jack 2018 ] 153 0 153 Mot estimable iniAg 1 1 1
Foad 2013 o &8 0 i ot svimaie 0000000 inibitori di SGLT-2 rispetto a
Wilding 2014 i 156 0 158 Mot estimahle e @
Mauck 2014 i 406 4 408 01% o1 (0.0, 2.06 * lll::l.
NCTO1 242215 0 it 1 I 0% DAS[0.01, 3.04] e TR
Mathiesu 2016 O 160 1 180 01%  033[001.819 2720000 placebo/nessun trattamento
Bailey 2013 0 135 1 131 01% 034 (0,01, 8.37) LT L BN 1]
Roden 2015 0 327 1 333 0% 0.34 [0.01,8.34] (1111 11)
Rosenstock 2015 (a) 0 213 1 25 0% 0,36 [0.01, 8.96] ======= . . .
Lavalle-Gonzalez 2013 | 735 2 548 01%  037[003.417) — | h d rt d t tt
Zinman 2014 264 A6BT 194 2333 218% 067 [0.55, 0.81) - dEEReEIE Su rISC IO I mo e a u e
Meal 2017 128 5795 197 4347 208% 088 [0.72,1.07] = FREREE
Wiviott 2018 579  B582 STO  BSTE 53.5% 0,92 [0.82,1,04] n ::::I::
Kohan 2014 5 170 5 168 05% 0,99 [0.28, 3.48) — — 1 I
Yale 2013 1 179 1 90 01% 1.01[0.09, 11.24] S ee e cause
Ridderstrile 2018 g 7E5 8 780 O08% 1.02[0.38, .73 — R R
Leiter 2014 5 480 4 487 05% 1.26 (0,34, 4.71) —_— deEeeed
Laiter 2015 ] 968 2 482 03% 1.50[0.30, 7.44) e p—s deeeees
Jabbour 2018 3 461 1 230 02% 1,50 [0.16, 14.50] — dRkERers
Bamett 2014 2 149 1 47 01% 1.99[0.18, 22.15) — eI weee
Sehemnthaner 2013 2 377 1 318 01% 201 [0.18, 22.21) — (i1l 2l11) OR 0.86 (0.79-0,94)
Defronzo 2015 i 134 D 128 01% 289(0.12, 71.54] HREEEEE
Lewin 2015 1 137 0 135 01% 298[0.12,73.75] SO 9000
Rosenstock 2014 1 189 0 188 01% 2.00[0.12, 74.11] LT T T T T
Bailey 2015 1 137 0 147 0% 3.24[0.13, 80.25] aERERe®
Kovacs 2015 4 245 1 241 02% 3.97 [0.44, 35.75] — (L8 1 11 |
Bode 2015 2 472 0 474 01%  5.04[0.24,105.31] N I T T RN T
Hollander 2018 B a8 0 437 01%  6.44[0.36,114.66) S LT LT 1T
Total (95% CI) 28545 22508 100.0% 0.86 [0.79, 0.94] b
Total events 1076 902
Heterogenely: Tau®= 0,00, Chi*= 2202, df= 24 (P = 0.59); F= 0% YT 10 100

IR I R Favours [BGLT-24] Favours [conkral]
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Expenmental Control Odds Ratio Odds Ratio
Study or Subgroup Events  Todal Evenis  Total Weight M-H Random, 55% CI M-H. Random, 95% Ci
Arhiri 2017 (54) 0 10 0 10 Mot estimatile .
Derosa 2013 (53 o @& o o Mot ssabie Effetti del trattamento con
Gough 2015 (55) 0 414 0 413 Mo estirmable
Jaksweal 2015 (56) ] 12 0 24 Mo eslirmatile
Miyagaws 2015 {43) ] 81 (1] 70 Mot estimahble .
Bunck 204 {55) i el 0 13 Mot esfimable
da Wit 201 4 (50) ] 2 0 M kot etimabie G L P 1 = RA rl S pettO a
Derosa 2010 (49) 0 83 0 85 Mot estimable
Derosa 2011 (51) 0 a1 1] 44 Mo eslirmable
Liang 2013 {50) ] 34 0 K kot estirmable
Limpeemez 201 4 (44) o 269 0 268 Mot estirmatble | b / t tt t
robusmesis il s S S+ S M placebo/nessun trattamento
Home 2015 (37) o I 3 115 01% 0.06 000, 1.16] ¥
Weinglock 2015 (45) 1 608 2 177 02% QA4 180 —T
Garbar 2011 {BE) ] 493 1 48 0% OAT LD, 4.08] * - - -
Pratiey 2011 (53) 1 439 2 M9 02% 0.25 j0.02, 2.76] — SUl ”SCth dl morte da tutte
Kiaku 2018 (B87) 1 430 1 1 01% 025 p0uDz, 4.03] e
Blonde 2015 (46) 2 589 3 A6 03% 033 po_De6, 2.01)
Glorging 2015 (47) 1 775 7 7 01% 0.47 [004, 5 26] ——
Weissman 2014 (41) 3 S04 3 241 0.3% 043 p0.10, 2.37] e
PIOMEER-6 (30) 23159 5 1582  313% 0,501 030, 0.84] ) I e ca u Se
Tiitie 3018 (70 9 383 i 184 08% 0.75 0 26, 2.18] B
LEADER {32 I 4668 447 4672 N.T% 0.84 j0.73, 0.87] "
EXBCEL (34) 07 7356 584 TI96 249% 0.86 [0.76, D.38] L
REWIMND (5) 536 49449 582 4852 248% 089 079, 1.01] a
Galtwiz 20012 (53 5§ 490 5 487  06% 0.99 (0.29, 3.44] -
Rosensiock 2019 (8 9 13497 3 67 05% 10027, 2727 e
Ciarnand 201 4 (58) 1 233 1 I3 04% 1.00 [0.08, 16.15] OR 0-89 (0-81'0-97)
SUSTAIN-G (33) 62 1648 60 1649 59% 104072, 1.45] o
ELLGA (31 223 3034 11 MM 153% .08 p0BT, 1.29] "
Fawck 2007 (54) 2 253 1 M8 032% 1.97 (018, 21.84] —
Inagaki 2012 (56) 1 715 0 M2 0% 29700412, 7337
MCTOTE4E5E2 1 163 0 H3 0% 301 (012, T4. 28]
Davias 2015 B1) 1 1 0 M2 0% 303012, 74.76]
Jabtour 20018 (57) 3 N 1 133 NI% 3.05 L3I, 19.56] —
Pawck 2009 (B2 2 482 0 B3 0% 378 (0018, TA.03]
Matck 2016 (38) 4 700 0 1M 0% 4,65 [0U25, BT.200 —
Ahren 2014 (36) 2 302 1 o 02% 741 [0L.74, 6E.GE] =
Total (95% Ch) 2872 ZOTET 100U0% 0.69 [0.B1, 0.497] i
Tatal events 1782 1674

Heterogenesty. Tau"= 0L01; Chi®= J8.47, df= 25 (F= 0,29}, I"=13%

Test for overall efect: Z= 251 (P = 0.01) L : A

GLP-1 RA Fawours [conirod]
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5.2.2. Si raccomanda l'uso di SGLT-2i come farmaci di prima scelta per il trattamento a lungo termine di
pazienti con diabete di tipo 2 con scompenso cardiaco. | GLP-1 RA e metformina dovrebbero essere
considerati come farmaci di seconda scelta, mentre DPP-4i, acarbosio ed insulina come farmaci di terza
scelta.

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

Inibitori SGLT2

Agonisti recettore GLP1 Metformina*

Le associazioni tra piltt farmaci devono essere prescritte secondo le indicazioni delle rispettive schede tecniche.
* la metformina & controindicata in classe lll e IV NYHA; ** Saxagliptin é associato ad un aumento di ricoveri
per scompenso cardiaco
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Figura 3 — Effetti del trattamento con inibitori di SGLT-2 rispetto a placebo/nessun trattamento sul
rischio di ospedalizzazione per scompenso cardiaco

SGLT-Z inhibitors  Comparators 0Odds Ratio Odds Ratio Risk of Bias

Study or Subgroup Events Total Evenis Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
Jabbour 2018 o 228 0 227 Not estimable FRrEFrvew
Neal 2017 74 5795 B4 4347 185% 0.56 [0.48, 0.90] = 29000066
Wiviotl 2018 212 8582 286 8578 56.5% 0.72[0.61, 0.88] [ Pressrw
Zinman 2015 126 4687 a5 2333 250% 0.65 [0.50, 0.85) - Graresre
Total (95% ClI) 10292 15485 100.0% 0.70 [0.61, 0.80] )
Total evenis 112 465

ity Tau®= ' Chi* = =2{F= ‘M= I t } :
Heterogeneity: Tau®= 000, Ch*=0.71, df= 2 (F = 0.70), 0% 0.01 01 10 100

Testtor overall effect Z=5.20 (P = 0.00001)

Favours [SGLT-2i] Favours [control]
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DIABETES, OBESITY AND METABOLISM

ORIGINAL ARTICLE

Effects of glucose-lowering agents on cardiovascular and renal
outcomes in subjects with type 2 diabetes: An updated meta-
analysis of randomized controlled trials with external
adjudication of events

Edoardo Mannucci MD, Marco Gallo MD, Andrea Giaccari MD, Riccardo Candido MD, Basilio Pintaudi MD
Giovanni Targher MD, Matteo Monami MD 2%on behalf of ... See all authors ~

First published: 07 October 2022 | https://doi.org/10.1111/dom.14888
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Sulfaniluree....
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Metformina ¢ i . Agonisti recettore GLP1
- » Insulina
; ‘ S e e | J
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Figura 2 — Effetti del trattamento con farmaci antidiabetici sul rischio di ipoglicemia severa rispetto
alla metformina (metanalisi network).

Treatment OR (95% CI)
SGLT-2 mhibitors - -0.63(0.16;2.51)

DPP-4 mhibitors —— 0.84(0.23;3.05)

Insuin | —4 1.13(0.06;22.99)
Piogitazone ] 1.33(0.17;10.42)
GLP-1RA »

1.72(0.36;8.22)

3.67(1.04;12.97)

Sulfonylureas L 2 <

0 2 4 6 8 10 12 14 16 18 20 2 24
OR
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su Comparator Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup Events  Total Events Total Weight M-H, Random, 85% CI M-H, Random, 95% Cl ABCDETFOG
LEAD-2 0 200 100 01% 0.33[0.01,8.19] * I T T T T .
CHICAGD 0 228 1230 01% 033[0.01,8.26] 4 + 9000000 Eﬂ:ettl del trattamento con
Goke 2013 2 430 4 418 D4% 0,50 [0.09,2.72] * R Y
FERISCOPE 2 73 370 0.3% 066 [0.11, 3.96] *
CANTATA-SU 2 473 3 485 0.3% DBADA1, 410] * III:::: . . .
Tan 1977 1 18 4 B0 02% 0.82[0.09, 7.87] * » 223 I t h
TOSCAIT 50 1433 55 1535 7% 0,93 [0.63, 1.38] —— : 9@ INSUIliNO Secre agog I
Filozof 2010 1 513 1494 0% D.05 [0.06, 15.44] * ' ?
EMPA-REG HZH-5U B 3170 B 076 11% 0,99 [0.37, 263 —t
OENERATICN 1 380 1 380 0% 1.00 [0.06, 16.05] 4 - '
camz 201 ¢ I 4 T owe tomanica rispetto a placebo/nessun
EUREXA 5 487 5 490 07% 1,01 [0.29, 3.500
ADOPT I 1441 31 1854 43% 1,04 [0.61, 1 871 e
Charbonnel 2005 7 313 7 N7 03% 101 [014,7.24] 4 + . .
Giles 2010 2 149 2 151 0.3% 1.01[0.14,7.29] * . t tt t It f
UKPDS I57 1234 474 2108 359% 1.05 [0.68, 1.24] -:_ ra amen O O a rl armaCI
CARDLINA 336 3010 308 3023 405% 111 [0.94, 1.30]
QUARTET (EC405) 5 B8 4 B 05% 1,25 [0.33, 4 57
Femannini 2005 3 1333 1 1396 0.3% 1,50 [0.25, 9.02] ¢ VT : 1 1
el S o 4 W i dmeeeh attivi sul rischio di morte da
Del Prato 2014 5 874 B 1665 0.8% 1,59 [0.48, 5.29]
HARMONY-3 3 A7 7 M7 03% 1.8810.33,11.94] +
YERTIS SU 2 437 1440 02% 2021018, 22.34] 4 .
Clarke 1977 & 109 3 107 05% 2,07 [0.49, 8.29] + tu tteJ_e_ca_u_s_e
Ariona Ferreira 2013 (a) 6 211 3 Mz 05% 2,04 [0.50, 8.26] .
SPREAD-DIMCAD 14 148 7156 1.2% 2,22 [0.67, 5,67 +—+ -
Arinna Ferreira 2013 7 G4 3 B5 0B% 254 [0 63, 10.29] + OR1.11 (1'00 1'23)
START-J TRIAL 1 143 0 1277 01% 263011, 66 .4A) * ’
Jain 2006 7 251 0 250 0A%  5.04[0.24, 10551 3
QAUARTET 7 313 0 HMT  01%  510[0.24,106.58] + ?
LEAD-3 1 248 0 498 04% 604 [0.25, 148 86] o 1 1
Tolman 2009 6 1048 11051 0.2% £.06 [0.73, 50.40] N 1 1
DIANA i 1M 1 I 0% 612063, 5962] o 1 1 ]
Nauck 2011 3 40 0 400 01%  7.04[0.36,136.64] - 999
Seck 2011 8 588 1 584 0.3% B.04[1.00, 64 50] —— 8288
Mauck 2014 4 602 0 800 01%  9.02[0.48, 16786 o 1 1
Total (95% Cl) 23135 25315 100.0% 1.11 [1.00,1.23] +
Total events 794 BS7
Heterogeneity Taw?= 0.00, Chi¥ = 25,37, df = 35 (P = 0.88Y; P= 0% 35 e 1 :

Test for overall effect Z= 201 {F = 0.04)

Favours 3U0 Favours comparator
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“ Le sulfaniluree non dovrebbero essere aggiunte a una
terapia esistente e progressivamente deprescritte o
sostituite con altri farmaci indipendentemente dal controllo

glicemico “.
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Articolo 6, Legge Gelli-Bianco
"Responsabilita penale dell'esercente la

professione sanitaria”

«qualora I'evento avverso si sia verificato a causa di
Imperizia, la punibilita e esclusa quando sono
rispettate le raccomandazioni previste dalle linee
guida come definite e pubblicate ai sensi di legge ....

GAZZETTA % UFFICIALE
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Codice Deontologico della categoria medica
Edizione 2014, articolo 4

“I'esercizio professionale del medico e fondato sui
principi di liberta, indipendenza, autonomia e
responsabillita.

Il medico ispira la propria attivita professionale ai principi
e alle regole della deontologia professionale senza

softostare a interessi, Imposizioni o condizionamenti di
qualsiasi natura”.
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Grazie per l'attenzione !
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