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Figure 1. Cardiovascular De r @spitalization for Heart Failure among Patients with Type 2 Diabetes Enrolled in Six Treatment Trials.

Outcomes are shown in irfg order of frequency from left to right. Data sources for the six trials are as follows: DECLARE-TIMI 58,
Wiviott et al.’’; CANVA® rogﬁm, Young et al.?}; EMPA-REG OUTCOME, Zinman et al.'¥; VERTIS CV, Cannon et al.'}; CREDENCE,
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S
Drug Dapagliflozin Empagliflozin Q}\’b Q,Q’ Empagliflozin Sotagliflozin
No. of patients 4744 3730 \’)@‘4@*@ 5988 1222
Type 2 diabetes — % of patients 41.7 49.80° %C}\ 49.1 100
S

LVEF — % 31.1 \8%%4% 54.3 35
Median NT-proBNP — pg/ml 1437 Q/®~ ?’ 970 1864
Mean eGFR — ml{min/1.73 m? 65.7 ((/Qib\@%\az.n 60.6 49.9
Outcomes — hazard ratio (95% Cl) ?‘Q ‘\(\(b

Cardiovascular death or hospital-  0.74 (ﬂ.ES—D.SibO 075 (0.68-0.86) 0.79 (0.69-0.90) 0.67 (0.52-0.85)

ization for heart failure \ O(\Q)
Hospitalization for heart failure 0.70 (0.5@%35\ 0.69 (0.59-0.81) 0.73 (0.61-0.88) 0.64 (0.49-0.83)
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* Data sources for the trials are as follows: DA {Q)}ACM urray et al.*; EMPEROR-Reduced, Packer et al.”; EMPEROR-Preserved, Anker et al.”;
SOLOIST-WHF, Bhatt et al.” The abbrevi&eﬂ'{br@é%FR denotes estimated glomerular filtration rate, LVEF left ventricular ejection fraction, and

NT-proBNP N-terminal pro-B-type nat&@r & peptide.
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Patients without ASCVD X &Q

CANVAS program NA/2039 15.8 NA/144 O &5 0.98 (0.74-1.30) —e— 21.70
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Figure 3: Meta-analysis of SGLT2i trials on hnspitalis.atidpfo\rd:\kart failure and cardiovascular death stratified by history of heart failure
History of heart failure: Q statistic=2.02, p=0.37, I'= D-qumstmy of heart failure: Q statistic=5-89, p=0-0527, '=66%. The p value for subgroup differences

was 0-51. Tests for subgroup differences were ba

Knapp adjustment. HR=hazard ratio. SGLT2i= 5@%”{ @iﬂmnse cotransporter-2 inhibitors.
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Zelnicker TA et al, Lancet, 2019
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1 1
SGLT2i/GLP-1RA regimens SGLTZlIG&FIAé;imens
CPRD GOLD 0.60 (0.26, 1.52) CPR&A .% 0.24 (0.12, 0.81)
— T IR IR — oo o
SAIL —=m 0.70 (0.40, 1.34) % — sa__ 38 (0.14, 0.
Subtotal (l-squared = 0.0%, p = 0.928) ~ ~—__—= 0.70 (0.50, 0.98) Q/C,) Suble@ Hsquared = 1.5%, p=0362) <> 0.43 (0.28, 0.64)
SGLT2i regimens Q‘% @SLTZI regimens
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GLP-1RA regimens e\/ GLP-1RA regimens
CPRD GOLD — \R‘ @ 1.21) CPRD GOLD —_— 0.76 (0.40, 1.46)
CPRD Aurum —_— > 0 ﬁgo 1.12) gPRD Aurum —— 0.88 (0.74, 1]04%
SAIL — 30 (0.68, 1.19) AlL —— 0.69 (0.52, 0.94
Subtotal (I-squared = 0.0%, p = 0.918) <Pp \’b @@93 (0.81, 1.06) Subtotal (I-squared = 0.7%, p = 0.365) < 0.82 (0.71, 0.95)
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e Wright AK et al, Diabetes Care, 2022



Figure 1. Cumulative incidence function plots for primary outcomes comparing propensity score-matched patients initiating SGLT2 Re a I

inhibitor versus GLP-1 RA therapy, by history of CVD, and overall.
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Rischio ASCVD e rischio SCC

ASCVD
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Coefﬁmente@ﬁ@gfelazmne lineare di Pearson (r) = 0.743 (p < 0.001)
Coefﬁmendi—) Qc){i“correlazwne per ranghi di Spearman (p) = 0.797 (p < 0.001).
° R

e
O{bQo Cannistraci R et al, (in preparation)
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INDICATORS OF HIGH-RISK OR ESTABLISHED ASCVD, CKD, OR HF!

CONSIDER INDEPENDENTLY OF BASELINE
A1C OR INDIVIDUALIZED A1C TARGET

HF OR CKD

ASCVD PREDOMINATES
PREDOMINATES

primary heart failure outc

monstrat

IfA1C
above target

1) Established ASCVD
2) Indicators of high ASCVD risk
a) patients 255 years of age with coronary,
carotid, or tower-extremity artery stenosis >50%
b) left.veritricular hypertrophy
c) heart failure
¢t) CKD/altered AER (yes/no)

Independent of A1C, independent of metformin

use, and in consideration of patient-specific
factors

ADA, Diabetes Care, 2021
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Figure 3 Treatment algorithm in patients with type 2 diabetes mellitus and ath Xtero‘i &\iovﬁscular disease, or high/very high CV risk Treatment

algorithms for (A) drug-naive and (B) metformin-treated patients with diabetes ppﬂn 5. A = atherosclerotic cardiovascular disease: CV = cardiovas-
2

cular; CVD = cardiovascular disease; DM = diabetes mellitus: DPP4i = dip,
RA = glucagon-like peptide-1 receptor agonist; HbAlc = haemoglol
SU = sulphonylureas; T2DM = type 2 diabetes mellitus; TZD = thiaz:

epthige-4 inhibitor; eGFR = estimated glomerular filtration rate; GLP1-
HF = heart failure; SGLT2i = sodium-glucose co-transporter 2 inhibitor;
ione. “See Table 7. "Use drugs with proven CVD benefit.

\?ahtpgl Cardiovascular risk categories in patients with
Y d@i@aetes“

Very high risk Patients with DM and established CVD

or other target organ damage®

or three or more major risk factors®

or early onset T1DM of long duration (>20 years)
High risk Patients with DM duration >10 years without tar-
get organ damage plus any other additional risk
factor

Young patients (T1DM aged <35 years or T2DM

aged <50 years) with DM duration <10 years,

Moderate risk

without other risk factors

CV = cardiovascular; CVD = cardiovascular disease; DM = diabetes mellitus;
T1DM = type 1 diabetes mellitus; T2DM = type 2 diabetes mellitus.

*Modified from the 2016 European Guidelines on cardiovascular disease preven-
tion in clinical practice.””

PProteinuria, renal impairment defined as eGFR =30 mL/min/1.73 m?, left ventric-
ular hypertrophy, or retinopathy.

“Age, hypertension, dyslipidemia, smoking, obesity.







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

Naveed Sattar*, Matthew MY Lee®, Saren 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

Sattar N et al Lancet
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Number of patients to treat to benefit (N\[;\WB) in
studies of patients with T2D‘Ix1§“”

EMPA-REG All Cause oSBT 18.3
(empagliflozin) P
CANVAS All Cause < 81 13.1
(canagliflozin) .
N
EMPA-REG Heart Failyg® 5% 196 1.45
(empagliflozin) &
CANVAS Hea@@%dﬁe 313 0.87
(canagliflozin) s
DECLARE d&’ea‘?‘i Failure 435 0.85
(dapagliflozin) D@
CREDENCE @Q%G Heart Failure 104 2.53
(canagllﬂozm) @2 OQ~
DAPA-HE> Heart Failure 34 9.8
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SGLT2 inhibitors for the prevention of kidney failure in
patients with type 2 diabetes: a systematic review and

meta-analysis

Brendon LN Tamara Young k. B al, V aurent Billot, Kenneth W Maha(fey, David M Charytan,
David C Whi
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Overall \\ ;&(b 0-65 (0-53-0-81;
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N
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ANVAS Program 73 10142 0-53(0-33-0-84)
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C Substantial loss of kidney function, ESKD, or death due to cardiovascular or kidney disease
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Adherence and persistence

Treatment discontinuation

GLPI-RA SGLT2-1 . xO RR (95% CI)

Owerall 085 {0.75 to 0.97)

094 {0.79 10 1.11)

Female 32.4% 0.79 {0.65 to 0.97)
40-64 yr3 b 0LEL {0.69 to 0.95)
=65 yrs b ' LO0{0.79 to 1.24)

0D {065 to 1.00)
CV disease

087 {0.78 to 0.97)

LAl

wooe GLP1-RA better e v §GLT2-1 better

2
Fig. 2 - Adjusted risk ratio (RR), ag \5 %nfldence intervals (CI), of treatment discontinuation with the drug started at the
<
o\

index date (i.e., GLP1-RA or SG| the whole cohort and according to sex, age and cardiovascular (CV) disease.

Q

Rea F, Ciardullo S et al Diabetes Res Clin Pract, 2021




DECISION CYCLE FOR PATIENT-CENTERED GLYCEMIC MANAGEMENT IN TY%@? DIABETES

REVIEW AND AGREE ON MANAGEMENT PLAN ASSESS KEY PATIENT EHAR&ETEIII%% (b

Review management plan +  Current lifestyle \,{b
Mutual agreement an changes i ﬁ°E"JU %
Ensure agreed modification of therapy is implemented . qe wmgm
in a timely fashion to avoid clinical inertia |5.)|.|Eh such as mati @'n a ression

Decision cycle undertaken regularly Cultural and so L@dn [wme.at

(at least onceltwice a year)

N\ ﬁHSI[IEIl SPECIFIC FACTORS THAT IMPﬂCT
ONGOING MONITORING AND CHOICE OF TREATMENT

SUPPORT INCLUDING: OF CARE Individualized HbA, targef

Emotional well-heing . Impact on weight and hypoglycemia
Check tolerability of medication « Prevent cnmpllt:a::-:lns Side effect profile of medication

Manitor glycemic status . ﬂpiimize quaigt}' of \aiz Complexity of regimen, i.e., frequency, mode of administration

Biofeedback including SMBG, Choose regimen to optimize adherence and persistence
Access, cost, and availability of medication

blood pressure, lipids
SHARED DECISION MAKING TO CREATE A
IMPLEMENT MANAGEMENT PLAN MANAGEMENT PLAN

« Patients not meeting goals generally Involves an educated and informed patient (and their
should be seen at least every 3 e familylcaregiver)

months as longaspmgres-,she@ (’-’mnifnu MANAGEMENT PLAN | ks paliont preferences
A _

made; more frequent tun1aLI N : onsultation !ncludes moti'ualinr!a_l .
is often desirable for DS +  Specify -aﬂHRT goals: interviewing, goal setting,and shared decision making
- Specific Empowers the patient
- Measurahle Ensures access to DSMES
Achievable
- Realistic
- Time limited
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