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1. Guidelines indications



linee guida SID/AMD 2@"23

Q\’b

Nessun evento Nessun evento

Pregre

; ; Scompenso
cardio vascolarz:‘non cardio vascolare,‘n on cardi Oygg@ lare, non i
scompenso car :qco, scompenso card;qco, cc %m 2 63 <o cardiaco
eGFR2 60 ml/min eGFR<60 ml/min
4 )
Metformin SGLT2i
" - - . 7
p - GLP1RA | SGLT-2i -
SGLT2i GLP1RA Met.2 GLP1RA
_ A N A J/
™ 7
DPP4i || Acar. Pio. Ins. DPP4i || Acar. Pio. Ins. DPP4P Acar. Insulin
J J -~

iSe la metformina non é controindicata per ridotto
“Se la metformina non é controindicata per ridotta fyms#one cardiaca.

JEccetto saxagliptin che non é indicato in caso O%;&wpenso cardiaco.
La raccomandazione sui pazienti con eGFR< 6 ‘'min & debole per carenza di studi clinici effettuati su questa popolazione

Si raccomanda la deprescrizione di sulfanilurre e glinidi
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Diabetes with CKD
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Lipid management Additlon%o b\
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C} Additional
Glycemic Blo% \ drugs with

control press R ntgb heart and

QQ, kidney
/\/<</ QK protection

A S
GLP-1 RA Qgﬁp afelet therapies ns-MRA
(T2D) @’ Q#hscv) (T2D)
Y O
~ K'Y ¥
_<-_)\,_\ 3 Q &\OQ y D /!JL“D
Merfon@‘ﬁ \%GLTth.b:tor RAS blockade Statin
(T2D) (HTN)
Exercise Smoking cessation

First-line

drug
therapy

Lifestyle
and self-
management

Kdigo guidelines volume 102 | issue 5s | november 2022
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O\éo
Treatment algorithm for selecting glucose-lowering drugs for patz\gﬁs@bfth T2D and CKD
SO
Physical activity "0\ @
. LA\ W0
s Lifestyle therapy Nutrit 00\6 A\\,&\
weghtoss G5 O
N
‘ \0(&46& i
v 6\) c){\
Metformin c}” 6% SGLT2 inhibitor
o N =
o First-ine therapy eGFR eGFR eGFR i
°g" <45 <30 P}f&‘ <20 5] Dl
Reduce dose Discontinue ledntzn& Do not initiate Discontinue

« Guided by patient preferences, comorbidities,
eGFR, and cost

+ Includes patients with eGFR < 30 ml/min per
1.73 m or treated with dialysis

+ See Figure 25

X0
Additional drug the@?&s
'~ needed forglyc\@?co QB}

of &2 \\
> ’DQ

Kdigo guidelines volume 102 | issue 5s | november 2022
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Renal outcomes with SGLT2i ¢

ORIGINAL ARTICLE

Impact of baseline kidney function on the effects

of sodium-glucose co-transporter-2 inhibitors on kidney

and heart failure outcomes: A systematic review
and meta-analysis of randomized controlled trials

Ernesto Maddaloni MD1© |
Alessandro Appetecchia MD2 | Luca D'Onofrio MD?
Raffaella Buzzetti MD'© | Rury R. Holman MD?

llaria Cavallari MD2 | YleniaLaPortaMD? |

v/ SGLT2i reduces the risk of renal

outcomes across all eGFR
categories

&
V' Higher benefit if SGLT2i js&Staf
with higher eGFR o

@
& @&
@Q .o
DR
R
O%

| Francesco Grigioni MD?2

Study \(b 6

HR (85% Cl)

= 90 mimind1.73m"  ~ \
EMPA REG OUTOO@ 0.21 (0.08, 0.51)
VERTIS CV  * & —_— o 0.41 (0.18, 0.85)
CANVAS TRIA . ———— 0.44 (0.25, 0.78)
DE Qs . ,\\' — '57 /0 0.50 (0.34, 0.73)
&u%u %, P = 373) = 0.43 (0.32, 0.58)
XBo ik 73m
%A W Q) _ 0.49 (0.23, 1.05)
(OEMPE EDUCED —_— 0.52 (0.26, 1.04)
\. Dsaﬁ:m 58 —p— 0.54 (0.40, 0.73)
TRIAL — _400/ 0.58 (0.41, 0.83)
A REG DUTCOME ——r 0 0.61 (0.37, 1.01)
. %JER’HS v e E— 0.81 (0.38, 1.72)
@ b\ CREDEMNCE et 0.81 (0.52, 1.28)
\ Subtotal (I-sguared = 0.0%, P =.767) <> 0.60 (0.51, 0.71)
45 1o < B0 mlirrin/1.73m*
\ CREDENCE —— 0.47 (0.31, 0.72)
Q DAPA CKD —— 0.48 (0.34, 0.70)
N\ DECLARE TIMI 58 — 0.60 (0.35, 1.02)
EMPA KIDNEY —_— _39(y 0.54 (0.44, 0.83)
EMPA REG OUTCOME —— (1] 0.68 (0.36, 1.28)
VERTIS CV [ N S 0.77 (0.34, 1.73)
CANVAS TRIAL ——— 0.78 (0.48, 1.32)
EMPEROR REDUCED —_— 0.88 (0.37, 2.10)
DAPA HF B " — 0.94 (0.50, 1.78)
Subtotal (I-squared = 0.0%, P = .567) <> 0.61 (0.52, 0.72)
30 to < 45 mi/min/1.73m¢
EMPEROR REDUCED + 0.33 (0.12, 0.80)
DAPA CKD —— 0.63 (0.51, 0.78)
EMPA REG OUTCOME - 3 1 (y 0.63 (0.30, 1.31)
CANVAS TRIAL —_— (1] 0.65 (0.28, 1.47)
CREDENCE —e 0.71 (0.53, 0.85)
EMPA KIDNEY —— 0.78 (0.62, 0.98)
Sublotal (I-squared = 0.0%, P = 0.545) o 0.68 (0.80, 0.78)
=30 mifmind1.73m* 27(y
EMPA KIDNEY - - 0 0.73 (0.62, 0.86)
Subtotal (I-squared = %, P'=.) <> 0.73 (0.62, 0.88)
MNOTE: Weights are from random effects analysis
I T

.0ass

favours SGLT2|

favours placebo

Maddaloni E et al., DOM, 2023
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Glucose-lowering treatment of patients with heart failure angz‘fype 2 @ESC
. RO
diabetes N
r To reduce HF-related outcomes* in all patients with T2DM; fb({o &
and HF (HFpEF, HFmeEF, HFrEF) Q(b\@é\b
@ (@

E e RS
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To reduce HF-related outcomes? in al?ﬁetients with T2DM

.

and HF (HFpEF, Hl;.yP;E\EEMFrEF)
& P

(/

N 8
Qy%(c\lgﬁend
Independelzgﬁ Q’gﬂcomitant glucose-lowering medication
\ &b R\ /

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

www.escardio.org/guidelines ‘DQ

Q\

©ESC



A Type 2 diabetes

Observational data  Randomized data
oDM oNo DM

Cavallari | et al. J Clin Endocrinol Metab 2020
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Revised recommendations (2) & @ESC
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2019 Class Level 20@ BN Class Level
&

ASCVD risk reduction by glucose-lowering medications in dmbetqé& N
SGLT2 mhlblto@v‘g@ proven CV

benefit are &c&r’ﬂmended in patients
with szgﬁd ASCVD to reduce CV
eventcs n&dependent of baseline or

t@etﬁ%ﬁxlc and independent of
17

oritom|tant glucose-lowering
a@iedlcatlon

In patients with T2DM without ASCVD
or severe TOD but with a calculated
10-year CVD risk 210%, treatment
with a SGLT2 inhibitor or GLP-1 RA

Empagliflozin, canagliflozin, or
dapagliflozin are recommended in
patients with T2DM and CVD, or at
very high/high CV risk to reduce CV
events.

Q)Q"’ may be considered to reduce CV risk. 9
L7 ¢ =
Q 2
RN
S R
di g/guideli (@) 2023 ESC Guidelines for the management of cardiovascular disease in patients with diabetes
www.escardio.org/gulaciines (bQ (European Heart Journal; 2023 — doi:10.1093/eurheartj/ehad192)
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Volume 136, Issue 3, 18 July 2017; Pages 245-259
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ORIGINAL RESEARCH ARTICLE

Lower Risk of Heart Failure and Death in Patients Initiated
on Sodium-Glucose Cotransporter-2 Inhibitors Versus

Other Glucose-Lowering Drugs

The CVD-REAL Study (Comparative Effectiveness of Cardiovascular Outcomes in New

Users of Sodium-Glucose Cotransporter-2 Inhibitors)
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Population: Patients with T2D whoQere newly started on either SGLT-2i or oGLDs

30% -

n=107,805 n=107,805
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X @ rdiovascular Disease
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HHF All-cause death lHltS*%ll-;@gse death

>
Canagliflozin m Dapagliflozin 6,\\* Elﬂ?gliflozin

&

Real World: CVD-reO@f’

l

By 51% death
By 46% HHF or death

No Known
Cardiovascular Disease

11

09

05

Death

Heart Failure
or
Death

Heart Failure

B 5GLT-2i m oGLD

ITT cohort; p < 0.007 for all comparisons

0.6

. 01 0.2 .

Death

Heart Failure Heart Failure
or
Death

B 5GLT-21 m oGLD



Real-World: CVD-REAL 3 Kidney outcomes associated with use of SGLT2 ittiibitors in real-world

clinical practice (CVD-REAL 3): a multinationa! observational cohort study

THE LANCET
Diabetes & Endocrinology

Prof Hiddo J L Heerspink, PhD 2 [« Prof Avraham Karasik, MD « Marcus Thuresson, PhD

Cheli Melzer-Cohen, MSc « Prof Gabriel Chodick, PhD « Kamlesiy Kbunii, FMedSci « et al. Show all authors

p<0.0001

Mean change in eGFR (mL/min per 1.73m?)

N«
~@- SGLT2 inhibitors ?{(/ :O&
—— Other glucose-lowering drug Q O(\z’
-6 1 T AR T T T T T
-12 -6 G(OQ‘—?Q@K -1 01 3 ) 12 18 24
Number at risk \@ \(b Time since index date (months)
SGLT2inhibitors 15738 1825 e’K®8825 13650|5268 8370 8902 7294 3495 2127
Other glucose-lowering 14718 G 8906 123424693 6998 7518 £g28 2550 1572
drugs 3 Y 19455
L5
N\ N\

N\
Figure 2: Change in eGFR over tir@-obefore and after initiation of SGLT2 inhibitors or other glucose-lowering drugs (on treatment)

0
\
Population: patients with type Qdiabetes with or without chronic kidney disease Heerspink HJL, et al. Lancet Diabetes Endocrinol. 2020.



Real-World: CVD-REAL 3 .

[ 5GLT2 inhibitors

= Other glucose-lowering drugs

Difference (95% CI) 153(1-34101.72) 1.96 {152 t0 2.39) 146 (1-26 to 1.67)

p value p<0-0001 p<0-0001 p=<0-0001
— L5q 075
= 0.46 (0-46 o 1-04)
~ 104 (034 to 0-58) 031
~ (0-17 to 0-44)
2 05
.=
£ o
E
= 057
G
T 1.0+
£
S s
= - (-1-3;.331-06] 137 158 to_0-04 % i ﬂu-i-u-s]
O 2.0 1TE e ! \\(b f}s

All patients Hb#,, Hb}!\L€
=53 mmolfmo ) i@\n molfmal (7%)
SGLT2 inhibitors n-9662 n- (,\ n-8260
Other glucose-lowering n-8172 n Uu\% n=-7025
drugs & @ 6
Difference (95% CI) 2111 133(109t0 1.57)
p value p=0-0001
1.5
1.0 0-60 (0-44 10 0-76)

min per 173 m*)

-0-81({-1-00 10 -0-63)

J -
140168 to-112)

0 g
’b{b \\Qﬁg 1
QKQQ \\06 S o4
é,\\' SGLT2 inhibitors
(@) Other glucose-lowering
. \(bQ drugs

Heerspink HJL, et al. Lancet Diab. Endocrinol. 2020.

Cardiovascular Mo cardiovascular
disease disease
n=-1880 n-4611
n=1564 n=3846

R

B N\
\,0@

170,(F§8 10 2.20)

121088t 155)  1.84 (14810 2.20)
L0001 p<0.0001 p<0.0001
057 [u 350 079)

>@ 2 (015 to 0-59)

4313[::4:1&:::::6]

-0-79
(105 to-0-54)
1
-1.54
{-1-B9to-1-20) -204(-232t0-177)
-2.5 T
eGFR <60 eGFR 60-90 eGFR =90
n=973 n=4007 n=4682
n-976 n=3330 n-3866
D
2.65 (2.00 t0 3.21) 1.37 (1150 1.59) 1.57 (1-33 10 1.81) 1.55 (115 t0 1.04)
p<0-0001 p<0-0001 p<0-0001 p=0-0001
15 059 o
PR, 069 0o (0-68 t0 1-22)
1.0 4 (0-55 1o 0-83) (- .1_3 o 0-74)
054 rI—|
od--bt—t L1 Ll - ——
_{]-5 | ! !
_1_{] —
—0-?'?' -075
-1-54 {-0-84 to-0-61) -1.04 (104 1t0-0.45)
—2.0- (-1.22 to-0-86)
-2.5 -
-2:20 (-2-63 t0 -1.78)
-30 T T T
Diuretics Mo divretics ~ ACE inhibitors Mo ACEinhibitors
or ARBs or ARBs
n=-913 n=-5578 n-4624 n-1867
n=835 n=4575 n=3809 n=1601



Long-term benefits of dapagliflozin on renal outcomes of type
2 diabetes under routine care: a comparative effectiveness

ReaI-WorId!oﬁARWIN RENAL (2024)

L] L] \
study on propensity score matched cohorts at low renal risk \,bo@b\fz}
Gian Paolo Fadini**"* Enrico Longato," Mario Luca Morieri,” Stefano Del Prato,® Angelo Avogaro,” and Anna Solin,® .(b\(b @
DARWIN-Renal Study Investigators é\ \(b

O Q)
Total number of patients %O 6\
initiating new drugs >
N=48,593 Q§\ @@
—— @&
b° &
Dapaglifiozin Q(ﬂ'lala
N=8830 &\ =39,763
| o o |
Dapaglifi @ Others
N= Qf& N=31777
Q}}‘/ K\ x-:-.'uxlnnnﬁn&a.'.'m
v % MIRW-LISRTS l
QQD'gﬁinmin Others
é =8376 WN=30,747
6(0 (b,A Al lpast 1 #GFRS for the
(5(0 Q\ follow-up |
(bﬁ AQ'K Dapaglificzin Dthers
&Q R N=7588 N=27,717
<
. A@Q é Propensity scove matching
& 1% |
O% Dapaglifiozin Others
N=G6197 M=5187



2 diabetes under routine care: a comparative effectiveness

ong-term benefits of dapagliflozin on renal outcomes o e R
A |outeomes of b Real-World: DARWIN-RENAL (2024)
(%)

study on propensity score matched cohorts at low renal risk ) \,50
Gian Paclo Fadini®*"* Enrico Longatof’f Mario Luca Morieri," Stefano Del Prato, Angelo Avogaro,” and Anna Solini,® '\O ‘5\\'
DARWIN-Renal Study Investigators % ,\\@o
QY X0
’\\Q} . &'
NI
N
Q" A\
N X0
O &
O~ . &
RPN _
a < 90 N4 3’ 250+ Difference
£ Difference v 4 -44 3 mg/g (95% C.I. -66.9 to -21.7)
>
. . @ — 200-
@ 1.81 mi/min/1.73 m? 6\) K\A o p<0.0001
- 85- (95% C.1. 1.13-2.48) IR °
g p<0.0001 &\Q, (bb\ £ 1501
E
E 801 AW G 1001
x : \S\//\/ > )
% — Dapagliflozin %) ,ge' 01 — Comparators
® 754 — Comparators \y?“\é)\ﬁ\ 0- = Dapagliflozin
e S PR B ‘3{0 o° 0 12 24 36 48 60
Months after index date <L '
No. of patients X @\O Months after index date
Dapaglfiozin 4547 1988 1418 919 1058 699, @ No. of patients
Comparators 4241 1997 1530 1197 1486 1 {%@ N2 Dapaglifiozin 2660 695 467 358 382 264°
54 monthe (b{b éQ Comparators 2577 739 520 400 545  437*
@Q . QQ\\
QL
S\
O%

Fadini GP, et al. Lancet Reg Health Eur. 2024
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SGLT2i / Metformin : who's ﬁl’%\t\?‘b\(b’

0
O
. . . . Fig'l Q@' &\Q
Sodium-glucose cotransporter 2 inhibitor T

versus metformin as first-line therapy in patients 51"’?2}1’0@{31:625 %31, 205

2.

with type 2 diabetes mellitus: a multi-institution ¢ &
N Excluded
data base StU dy @’g &Q * Age <20 years old (n = 25,385)
. ) \’)\ ,\40 * No anti-diabetic medication
Tien-Hsing Chen', Yan-Rong Liz, Shao-Wei Cheng, Yu-Sheng Lin* Chi-Chin Sun’, Dong-Yi Chenﬁ, @6 %K (n=184,947)
Chun-Tai Mao', Michael Wu’, Chih-Hsia ng Changg, Pao-Hsien Chu® and Victor Chien-Chia Wu®” @0 6\ * First-line anti-diabetic
. . > medication neither SGLT2i nor
Cardiovascular Diabetology égx/\q@g metformin (n = 30,940)
Ve
Q)\) \& Patients with diabetes mellitus
\/?* é}(\(b eligible for analysis
_ VR (n = 41,020)
Retrospective cohort study QV{(/ O
&S
Primary outcomes: heart failure hospitalization, a@@& g@\onary : :
syndrome, ischemic stroke, and all-cause mortality® _~ SGLI2 as Metformin as
D Q\(b first-line without first-line without
O K metformin SGLT2i
®Q® OQ;\Q’ (n =1,100) (n = 39,920)
NNIPN
Q (S
S\
&
Q\‘b
Chen TH et al. Cardiovasc Diabetol. 2020.



Cumulative incidence (%)

% of patient at risk:

SGLT2i
Metformin

SGLT2i / Metformin : who's fws@

&Y
N
. ®°® ‘5\\'®\
0 O
oY
o S
a Heart failure hospitalization b Igg«)?@%ronarv syndrome
% ‘\ — hetformin - 50 i
20 - ——Metformin = = SGLT2i \\@D ?be . ; ! - o
; | (0, &Q :Zz;g;atzé?%(ll.
Hazard ratio (95% Cl): \0 %) .50(0.41-0.61)
0.469(0.41-0.54) 6\) c§
151 p<0.0001 (,Q’ .\6 = p<0.0001
o O
QD0 =
10 - A @Q £ 85
' /\f(’. ) E | ek
___________ <% .2 5
] iy N E
0.5 =]
————————————— , \/?* . \Q(b ¥ ] I-
& &
00 40— 0 0.0 . ;
: . A
0 4 6 8 & . O(\ 12 0 2 4 E 8 10 12
Follow-up month Q-v \6\ s Follow-up month
of patient at nsk:
100.00% 91.98% 85.88% 78.54% ?4 ﬁawi}(b (é 1% 67.19% SGLT2i 100.00% 92.03% 85.95% 78.55% 74.76% 68.76% 67.27%
100.00% B6.75% 79.22% 73.07% @ 3.46% 61.52% Metformin 100.00% 87.03% 79.51% 73.39% 68.64% 63.70% 61.78%
&g
R. 2
B
O

Chen TH et al. Cardiovasc Diabetol. 2020.



SGLT2i / Metformin : who’s flrst’?\oQ

c Ischemic stroke

Metformin = = SGLT2

3.0 - azard rato (955 C1): (b\.\® @@2 5 Metformin = = SGLT2i
Ia;:[rl ;a;; 2) : jmmmmmm e TS (0,3 6\ Hazard ratio (95% CI1):
e - s oo - \S\ ) 0.49(0.44-0.55)
£ 0<0.0001 - - O OK\ F 201 0<0.0001
8 il I Q® .\6 v
§ g ke l g O g
2 -~ Q0 y
B 15 & @Q -
¥ . < & Ml ]l 0 R e s
S 104 0 ) @ I
. | S . o e
o I ?\ . @ 0.5 o ]
0.5 - V. & I
] @\/ O&\Q R i )
| O
0.0 T . r . 2 0.0 T T T T
] 2 4 6 8 {<<< }ﬂ O(\e' 12 0 2 4 & 8 10 12
Follow-up month Qy %\ Follow-up maonth
% of patient at risk: S % of patient at risk:
SGLT2i 100.00% 90.49% 84.45% 76.74% 72. A&? 02% 65.49% SGLT2i 100.00% 92.23% 86.22% 78.82% 75.03% 69.02% 67.50%
Metformin 100.005% B6.24% 78.70% 72.57% @3 % \(b' 62.97% 61.03% Metformin 100.00% 87.21% 79.79% 73.75% 69.03% 64.16% 62.24%
\(0 @KQ
o 2\
@Q )
& Y
B
QO
Q\‘b

Chen TH et al. Cardiovasc Diabetol. 2020.



SGLT2i / Metformin : coemstence;(o

Article

Q)
AS)
(4
. - . . . . \
Effects of SGLT2 Inhibitors with and without Metformin in O
High-Risk, Treatment-Naive Patients with Diabetes <0 \q}\’b
\\ b
Chen-Yu Huang ! and Jen-Kuang Lee 2-3-4.3/6.% \ @
&2
Patients diagnosed with diabetes m \s)a-@ere
prescribed SGLT2 inhibitors betwee Jblanu(S@ 016 and
31 December 2
(n= 640,4@) @
» &
Diabetic patients wi h@stﬁl@ﬁed atherosclerotic
. cardio ase (ASCVD)
Retrospective cohort study AN n\ o@‘ 126)
Primary outcome: major adverse ,(\}’.\Q |
cardiovascular events (MACES) Patient, @My ﬁgnosed with diabetes mellitus and
ho received SGLT2 inhibitors
. . N \/v Q.\Q (n = 11,696} Patients were excluded:
Secondary outcomes: cardiovascular death, N OK\J Missing demographics or <20 years old : 24
hospitalization for heart failure, and renal e - — - Follow-up less than 90 days: 1521
Q b O(\ Patients eligible for analysis
outcomes. QY“ S (n = 10,151)
6’0 N\ |
{0 Q SGLT2is alone SGLT2is plus metformin
Q’b 6\@ (n = 2570) (n=7581)
NS
Q(O'Q é 1:1 Propensity score matching
- 1% ,
O@ SGLT2is alone SGLT2is plus metformin
. {OQ (n =2262) (n=2262)
QO

Huang, C.-Y et al. J. Clin. Med. 2024



SGLT2i / Metformin : coexistence?

\Og\

MACEs Newly diagnosed CKD . Q\ N
N\ N\
i — SGLT2is plus metformin —— SGLT2is alone 20 1 —— 5GLT2is plus metformin ,v SGIS lone

= 3

= 5 L1

2 I 15

< e

€ €

o 9 4 w

> >

7] @ 10 4

@ W

> >

s 6 =

1o o

= S

£ E 5 4

S 3 HR (95%CI) for SGLT2is alone ] <O HR [95%CI) for SGLT2is alone

= 0.87 (0.70-1.09) o Aé 0.92 (0.78-1.07)

0 . ; y ' ; b Q y ; . v
0 1 2 3 4 5 0® 06 1 2 3 4 5
Follow-up year 6\ Follow-up year

Number of patients at risk: ro! s at risk:
$GLT2is alone 2262 1491 817 458 203 a5 &s-:sm-s 2262 1395 740 395 162 37
Plus metformin 2262 1482 813 440 186 /ﬁ/ ?lusn( min 2262 1374 736 381 153 53

Cardlovasmléyeat@id HHF

Q ?“ SQ@ is plus metformin — SGLT2is alone
St

%5 T

Q

<.

& o
O 92 s
eN. ® 3
K &\ £ HR (95%CI) for SGLT2is alone
(0Q @\ (3 1.01 (0.85-1.20)
S R 0 . . , . .
O% 0 1 2 3 4 5
Q Follow-up year
.\® Number of patients at risk:
Q SGLT2is alone 2262 1433 796 445 200 46
Plus metformin 2262 1429 793 435 188 60
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NS
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Is an SGLT2i better than metformin as first line in 6\0\&
’\\’0&8\‘(&\
> o
NI
N
RECRUITING @ O @
S O
SGLT2 Inhibitors As First Line Therapy to Prevent g&(ba\wecline in Type 2 Diabetes (START)
NN\
ClinicalTrials.gov ID @ NCT05345327 L
e O

Sponsor @ The George Institute &\ (
AR
Information provided by @ The George Institute {Rea@ﬁ‘é@l@ﬁﬂarw}
<2>\> N

Last Update Posted @ 2023-08-24
N

0
Brief Su
N
The n@f@ trial is to evaluate the effects of the SGLT2 inhibitor, dapagliflozin, compared to metformin
ngégr\l@ﬁdecline in eGFR when used as first line therapy in people with Type 2 Diabetes.
X\
@{%e@h?d Descripti
ption

R, (@
QK &\\cf'his study is a randomised, double blinded, community-based clinical trial and will be undertaken in

{\\4 Q® primary care sites across Victoria, New South Wales and Queensland, Australia. Following a 4-week
active run-in period, eligible participants will be randomised to either dapaglifiozin 10mg daily, or
metformin XR 2000mg daily in a 1:1 ratio.
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- effective as antidiabetic

N

S

>
- useful in prevention of %&zmﬁlications

N



i,

SYNHISBNVZN €3 UMBERTO |

; POLICLINICO DI ROMA
UNIVERSTTA DI ROMA

SAPIENZA

UNIVERSITA DI ROMA




@ JAMA Network:

SGLT2i / DPPA4i

From: Comparing Effectiveness and Safety of SGLT2 Inhibitors vs DPP-4 Inhibitors in Patients With)
Diabetes and Varying Baseline HbA,_ Levels

JAMA Intern Med. 2023;183(3):242-254. doi:10.1001/jamainternmed.2022.6664

>

’0
SGLT2 DPP-4 . Q\.{b ©%
inhibitor inhibitor \fb QO
events, No. events, No. RD/1000 PY (%) NN
(IR/1000 PY) (IR/1000 PY)  (95%Cl) AC)IR{Q@C{}
Primary effectiveness outcomes %V O
Modified MACE? \(b (06
Subgroup HbA,, <7.5% (n=24052) 119(14.31)  139(17.04) -2.73(-6. 561@ m{@ 0.84 (0.66 to 1.07)
Subgroup HbA,, 7.5%-9% (n=32 290) 182 (16.3) 205 (18.6) -2.33(- 5'&9’ @ 0.88 (0.72 to 1.07)
Subgroup HbA, >9% (n=30932) 199 (20.5) 224 (24.95) -4.45 8& .12) 0.83(0.68 to 1.00)
Overall population (n=87 274) 500(17.13) 568 (20.18) -3. E)o 0.80) 0.85(0.75 to 0.95)
Hospitalization for HF \
Subgroup HbA,, <7.5% (n=24052) 37 (4.44) 75(9.18) « @7’ 27 to-2.22) 0.48(0.331t00.72)
Subgroup HbA,_ 7.5%-9% (n=32 290) 37(3.3) 84 {?5& { 6.251t0-2.37) 0.44 (0.30 to 0.64)
Subgroup HbA, >9% (n=30932) 34 (3.48) E‘:'I()k \ -1 17 (-6.32 to -2.02) 0.47(0.31t00.71)
Overall population (n=87 274) 108 (3.68) %@ -4.37 (-5.62t0-3.12) 0.46(0.35 to 0.57)
Secondary effectiveness outcomes
Myocardial infarction ?‘ \Q
Subgroup HbA,  <7.5% (n=24052) 54 (6. .86) -0.37 (-2.86 t0 2.13) 0.94 (0.65 to 1.37)
Subgroup HbA,, 7.5%-9% (n=32290) 70 ?B 1 {? 34) -1.08(-3.25 to 1.09) 0.85(0.62 to 1.18)
Subgroup HbA,, >9% (n=30932) .84 (\ 83(9.22) -0.37 (-32.10to 2.35) 097(0.72t0 1.31)
Overall population {(n=87 274) Q}’D@ 220(7.80) -0.67 ( -2.07 to 0.74) 0.92 (0.74 to 1.09)
Stroke ()
Subgroup HbA,, <7.5% (n= 24052% 7(3.24) 29 (3.54) -0.31 (-2.08 to 1.47) 0.91 (0.54 to 1.55)
Subgroup HbA,  7.5%-9% (nx Qﬂb 45 (4.02) 48 (4.35) -0.33(-2.03t0 1.37) 0.94 (0.62 to 1.41)
Subgroup HbA,, >9% (n= @ 54(5.53) 63 (6.99) -1.45(-3.72 to 0.82) 0.B0(0.56t0 1.16)
Overall population (n @2?%@ 126 (4.30) 140 (4.96) -0.57 (-1.66 to 0.50) 0.86 (0.65 to 1.08)
All-cause mortality
Subgroup HbA, @ZS &24(}'52} 43(5.15) 64 (7.8) -2.65(-5.11t0-0.20)  0.66(0.45 t0 0.97)
SuhgmupH® ?5&9%&. =32290) 77 (6.86) 88 (7.95) -1.09 (-3.35t01.17) 0.86 (0.63 to 1.17)
Subgrou, Ay >9% (n=30932) 70(7.16) 90(9.95) -2.79(-5.44t0-0.14) 0.71(0.52 t0 0.98)
ﬂvgr&opulation{ma?zﬂ} 190 (6.47) 242 (8.54) -2.08(-3.49t0-0.68)  0.74(0.59 to 0.88)

Q\

\%gee 2
\\@

SGLT2 inhibitor vs DPP-4

inhibitor, relative scale
Favors Favars
SGLT2 DPP-4

HR (95% CI)

P value
for
homogeneity

91

85

B4

84

.55



Comparative effectiveness of SGLT2i versus GLP1-RA on cardiovascular

Rl CARDIOLOGY
)

outcomes in routine clinical practice X
N
Edouard L. Fu®™" "', Catherine M. Clase “, Roemer J. Janse *, Bengt Lindholm ¢, \Q %}MACE
Friedo W. Dekker “, Meg J. Jardine “, Juan-Jesus Carrero b o (g\
N
20- NS
N
. GLPIRA o ©
Adults who newly started SGLT2i or GLP1-RA therapy in X B SGLT2I 2.
: = o7 . &
Stockholm, Sweden, during 2013-2019. Q 15 S &
5 > o®
Primary outcome: major adverse cardiovascular events O 2 AQ
. . O
(MACE), a composite of cardiovascular (CV) death, < 10- @6\) 0&\
myocardial infarction and stroke. 0 @0 &@ """"""""""
i 8 Q8 pesEle
Secondary outcomes: individual MACE components and = (% & B e S
hospitalization for heart failure \§:\/ éo\Q = =
@ i iy =
\/?\ib‘\Q& oz il
< o&\g 0- =
v e - - 1 - - - -
<<<< S 0 1 2 3 4 5 6
bl QY \%\ i
Table 2 - | | | g _ | Time (years)
Number of events, incidence rates and adjusted hazard ratios for the association enﬁG\ 2i vs, GLP1-RA initiation and cardiovascular outcomes.
SGLT2 inhibitors \%prﬁ\o
Outcome Evenls Events per 1000 person years ﬁ@lv Events per 1000 person years Adjusted Hazard Ratio (95% CI)
Primary oulcome Q\e 06
MACE 155 16.4 (13.9-19.2) QK K\ 14.1 (12.3-16.1) 1.04 (0.83-1.31)
Secondary outcomes
HF hospitalization 74 7.7 (6.1-9.7) . ’ QQ 143 9.5(8-11.2) 0.80 (0.59-1.09)
Cardiovascular death 31 3.2 (2.2-4.6) @ 51 3.4 (2.5-4.4) 0.95 (0.58-1.55)
Myocardial infarction 81 8.5 (6.7-10 119 7.9 (6.6-9.5) 0.91 (0.67-1.24)
Ischemic stroke 61 f.d (4;_3{@9 49 3.2(2.4-4.3) 1.71 (1.14-2.59)

E.L. Fu et al., International Journal of Cardiology 352 (2022) 172-17
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Table 2 . _ _ AY 2 - Time (years)
Number of events, incidence rates and adjusted hazard ratios for the association en S‘G\ 2i vs. GLP1-RA initiation and cardiovascular outcomes
SGLT2 inhibitors \%Lpaﬁ\o
Outcome Evenls Events per 1000 person years (&Q ‘1: Events per 1000 person years Adjusted Hazard Ratio (95% CI)
Primary outcome \e @
I\-'I.Aiil?]ri 155 16.4 (13.9-19.2) QKQ K\o 14.1 (12.3-16.1) 1.04 (0.83-1.31)
SEL'{}l'ldéi oulcomes
HF ho:;iializ.alion 74 7.7 (6.1-9.7) Q® 143 9.5(8-11.2) 0.80 (0.59-1.09)
Cardiovascular death 31 3.2 (2.2-4.6) @ 51 3.4 (2.5-4.4) 0,95 (0.58-1.55)
Myocardial infarction 81 8.5 (6.7-10 119 7.9 (6.6-9.5) 0.91 (0.67-1.24)
Ischemic stroke 61 6.4 (4;_;‘\:@9 49 3.2(2.4-4.3) 1.71 (1.14-2.59)
N

E.L. Fu et al., International Journal of Cardiology 352 (2022) 172-17



GLP-1 receptor agonists vs. SGLT-2 (& Cardiovescular Diabetology
inhibitors: the gap seems to be leveling off N

Q\(b Meta-analyses of cardiorenal effects exerted
&7 X by GLP-1RA and SGLT-2 inhibitors in

-

Dario Giugliano'?"®, Lorenzo Scappaticcio', Miriam Longo', Giuseppe Bellastella'? and Katherine Esposito’”

0

> (&@ patients with or without T2D

CVOTs HR @.g{b\ i
' -~ O OJ
GLP-1RA =098 o 6\&'7%&{4)
SGLT-2i - EOO\ -0.92)
MACE D" N
0.8 ‘O -
GLP-1RA 7N &'Q(b (0.78 - 0.96)
SGLT-2i J??@LAQ: (0.76 - 0.96) -
CV mort% A
CTeg®
GLP-1RA Q—%}— ; (0.83 - 0.98)
. QD 9 :
SGLT-2i &r —z&o— : (0.80 - 0.97)
) MyaoGardigidmarction | B
GLP1RA > SGLT?2 GLP-1RA \S\/\/ 53\3'33— : (0.76 - 0.92) SGLT2 = GLP1RA
— SGLT-2i D (g@ o8 (0.85 - 1.05)
~— \ ?‘ K\ Stroke . _
Q}/V D 0.88 .
GLP-1RA 0 (@) e - (0.82 - 0.94)
(%) 0.87
seLT2i & - (0.74 - 0.98)
= ,‘,‘\0 Total mortality B
N 0.90 .
GLP&&A@A 068 — | (0.83 - 0.98)
S@T- N ——— : .
SGLT2 > GLP1RA O ‘zé' Hospitalization for HF : (B0%=0:14)
O X\ 0.79 :
) .gﬁbq RA —— ; (0.73 - 0.87)
0.65 -
) é%GLT—Zi > Kidney outcome i (0.56 - 0.75)
0.5 0.6 0.7 0.8 0.9 1.0 1.1

Giugliano et al. Cardiovasc Diabetol (2021) 20:205



Q){b
O\O Mean (SEM) p forinteraction

Baseline age o 0.249
Above median —— . ,b‘Q 1.49 (0.51)
Below median R Q\ 0.75 (0.39)
Sex N (0’\\ 0.943
Male N 1.64 (0.43)
Female R4 169 (0.54)
Diabetes duration \\\ e 0.007
Above median o | S 2.76 (0.50)
Below median . Q‘)@ L2 0.94 (0.44)
Baseline HbA1c O O 0.691
Above median %O %\d\—o—i 2.08 (1.09)
) . . Below mediana® o 1.62 (0.35)
Lor!g term benefits of.dapagllﬂozm on ren:‘;\l outcon.les of type Mo i eGF'%\ o 4
2 diabetes under routine care: a comparative effectiveness Above W Aé ot 1.18 (0.38)
study on propensity score matched cohorts at low renal risk Bf:ﬁzgu A'a > RN 0,080
Gian Paclo Fadini®*"* Enrico Longatof’f Mario Luca Morieri," Stefano Del Prato,” Angelo Avogaro,” and Anna Solini,® ®<30 /g e 1.00 (03?)
DARWIN-Renal Study Investigators && 0- mg/g —— 2.93 (0.82)
& @9+ malg : - 1 6.51(1.73)
,\’/\/ BéSeline CKD 0.007
N @6 No Le 0.99 (0.37)
22 ‘2?4 Yes et 3.08 (0.67)
\Y“ ~MMicroangiopathy 0.013
QY O No —o—i 1.09 (0.40)
((V @0 Yes e 2.82 (0.56)
{< . O(\ Macroangiopathy 0.285
Qy & No —o—i 1.39 (0.40)
o Yes e 2.17 (0.61)
E}(b ,04 Use of insulin <0.0001
D N No . 0.84 (0.40)
ng o) Yes ——i 3.64 (0.61)
N RAS blockers 0.880
Q@
Q@ RS No ——i 1.74 (0.50)
PR Yes e 1.64 (0.44)
R\ Q@
‘\\'\ L] T |
o -5 0 5 10
’\’OQ Difference in eGFR, ml/min/1.73 m? (95% C.1.)

Fadini GP, et al. Lancet Reg Health Eur. 2024
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