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DM is associated with higher cardlovascq;sﬂar mortality
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CAD is the major cause of mortality in paggf?\ts with DM
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HF high prevalence in DM
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Poorly controlled DM leads to fcomflications
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CVD and glycometabolic congxﬁczi
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SGLT2i and glycometabolic cor;et‘i'ol

A HbAIC
SGLT2i Placebo Mean Difference
95% CI
Dapagliflozin 5mg/day Bailey 2012 -0.82 0.9763 66 0.02 0.9915 68 15.4% -0.84[-1.17,-0.51]
Dapagliflozin 5mg/day  Ferrannini 2010 -0.77 0.88 64 -0.23 0.866 75 20.1% -0.54[-0.83,-0.25]
Dapagliflozin 5mg/day Ji 2014 -1.04 0.8004 128 -0.29 08131 132 44.3% -0.75[-0.95,-0.55]
Remogliflozin 50 mg twice daily Sykes 2014 -1.04 0.7134 46 -0.31 0.7134 47  20.3% -0.73[-1.02, -0.44]

Total (95% CI) 304 322
Heterogeneity: Chi? = 2.06, df = 3 (P = 0.56); 1> = 0%
Test for overall effect: Z=10.77 (P < 0.00001)

B Weight

100.0% -0.72 [-0.85, -0.59]

SGLT2i Mean Dlﬂer ngé

i
20.8%

Dapagliflozin 5mg/day Bailey 2012 3.1978 67 -0.96 3.3227

Dapagliflozin 5mg/day Ferrannini 2010 -2.8 4 64 -2.2 3.4641 75  16.0%

Dapagliflozin 5mg/day Ji 2014 -1.64 25728 128 -0.27 26135 132 63.3% Q"T/ %ﬂ 0 74]
Total (95% ClI) 259 275 100@} %@ 82, -0.82]
Heterogeneity: Chi? = 1.82, df = 2 (P = 0.40); I? = 0% . Q\
Test for overall effect: Z = 5.17 (P < 0.00001) O\/ O\\

¢ FPG

SGLT2i Mean Difference

—ocl
_1\\‘_

s 0.5
(b' M SGLT2i Favours placebo

6\\’ 6\
o

Mean Difference

d. 95% CI

_._
<>
1 1 1 I
-2 -1 0 1 2
Favours SGLT2i Favours placebo

Mean Difference

-28.44 33.9457
-24.1

. 344 64 % 33? 75 !
-25.1 257283 L i@ 1132 63.1%

r
Dapagliflozin 5mg/day Bailey 2012
Dapagliflozin 5mg/day Ferrannini 2010
Dapagliflozin 5mg/day Ji 2014

Total (95% Cl)

Heterogeneity: Chi? = 2,36, df = 2 (P = Q3 1)k = b@
Test for overall effect: Z = 10.70 (P #\ 01\

Deng R et al., Frontiers in Endocrinology 2013

| Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
17.9% -32.58 [-44.28, -20.88] -
19.0% -20.00 [-31.38, -8.62] -
-27.60 [-33.83, -21.37] i
275 100.0% -27.05 [-32.01, -22.10] <>
50 25 0 25 50
Favours SGLT2i Favours placebo

e SGLT2i VS Placebo

Efficacy MD 95%CT F  GRADE
HbAIc -0.85~-0.59
Body weight -1.82~-0.82
FPG -32.01~-22.10
Side effect 95%CI E GRADE
Nasopharyngitis 0.47~2.42
vrr 1.00~5.34
Diarrhea 0.58~2.39
Hyperglycemia 0.36~3,07
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Braunwald E et al., NEIM 2022
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Zinman B et al., NEJM 2015
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Neal Betal., NEJM 2017

Cana and CVD 5
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N ®
Canagliflozin  Placebo @ \(b'&/
Outcome (N=5795) (N=4347) Hazay ati\ Cl)
no. of participants per 1000 patient-yr c')\g é\b
Death from cardiovascular causes, 26.9 315 I—* 7, 0.86 (0.75-0.97)
nenfatal myocardial infarction, |
or nonfatal stroke \\(b

%)
‘L’QQ—H 0.87 (0.72-1.06)

Death from cardiovascular causes 11.6 12.8 7:)

Nonfatal myocardial infarction 9.7 11.6 60\' bé‘—H 0.85 (0.69-1.05)

Monfatal stroke 7.1 8.4 Q &—.—i—l 0.90 (0.71-1.135)
Fatal or nonfatal myocardial infarction 112 12.6 O q’b‘ —e— 0.89 (0.73-1.09)
Fatal or nonfatal stroke 7.9 ?\ K@ F—e— 0.87 (0.69-1.09)
Hospitalization for any cause 118.7 '\Q I-.-I: 0.94 (0.88-1.00)
Hospitalization for heart failure 5.5 8 ?06 —e—A ! 0.67 (0.52-0.37)
Death from cardiovascular causes 163 ¢\ 2 —eo— | 0.78 (0.67-0.91)

or hospitalization for heart failure O ’\(\ :
Death from any cause O\\QIQ.S I—H 0.87 (0.74-1.01)
Progression of albuminuria 4 %) 128.7 (= ! 0.73 (0.67-0.79)
40% reduction in eGFR, renal—replacemQt 3 9.0 +H—eo— : 0.60 (0.47-0.77)
therapy, or renal death 6(0 6\ :
& ' ' .
(5\{0 (04 0.5 1.0 2.0
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SGLT2i and CVD 5
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SGLT2-inhibitors in Patients at High Rls%(\‘b:;b @‘ih ASCVD
NN
® . ?.8°
S X o
% 2
Treatment Placebo @ 2
Rate/1000 Rate/ 1000 ’b(& {\AG Hazard ratio
patient-years patient—ng?’s&‘bo (95% ClI)
)
O &
374 N A 086 (0.74-099)
Canaglifozin 26.9 @3@@ - 0.86 (0.75-0.97)
Dapaglifozin (@B]=® WA {=20N] x| B-Y:] 22.6 Q\O (&%4.2 o 0.93 (0.84—|.03)
Canaglifozin 87 O {\\Q 487 — 0.80 (0.67-0.95)
Ertuglifozin 40.0 ?9 QQ,O 40.3 | 0.99 (0.88-1.12)
Pooled estimate &OQ é\o < 0.90 (0.85-0.95)
(Q statistic P = 027:12 = 23.4%) 5" @
,ba’b NG | | |
@Q 4 0.25 0.5 1.0 20
) 040 “«— — _
. @Qf & QQ) Favours Treatment Favours Placebo

McGuire DK et al., JAMA Cardiology 2021
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GLP-1RA and glycometabolic cgﬁftrol

\
A HbAIC @
GLP-1RAs Placebo Mean Difference Mean Dufferencé (b'
id ibgrou : eig 1V, Ra_nd_c e Ve Bl
Semaglutide 14mg/day Aroda 2019 A5 14379 175 -04 14379 178 15.6%  -140 [-1 70, -1. 10] — \~ 1RAS e
Exenatide 200mg once weekly Ji 2021 -1.41 0.7941 63 -0.39 0.8269 62 16.1%  -1.02[-1.30,-0.74] -
MD 95%CI
Exenatide 10ug twice a day Moretto 2008 09 08832 78 -02 08775 77 16.3%  -0.70 [-0.98, -0.42] N & \ Efficacy
Albiglutide 50 mg once a week Nauck 2016 -0.89 0.9553 97 0.5 0.9651 99 16.6%  -1.04[-1.31,-0.77] 0 »g@ HbAlc ; -1.35~.0.91
Taspoglutide 20mg once a week Raz 2012 -1.18 0.6762 127 -0.09 0.7507 115 19.2%  -1.09 [-1.27,-0.91] _"'\® ‘\b
Semaglutide 1 mg once a week Sorli 2017 -1.55 1.0949 130 -0.02 1.2054 129 16.2%  -1.53[-1.81,-1.25] —'—00 ’06 B
Total (95% Cl) 670 660 100.0% -113[1.35,-091] @
Heterogeneity: Tau? = 0.06; Chi2 = 21.29, df = 5 (P = 0.0007); I = 77% (&'\‘ : A?J_',I i 1 2 FPG
Test for overall effect: Z = 10.09 (P < 0.00001) \(b' Eﬁ\urs GLP-1RAs Favours placebo
B Weight 0 6\(9 Side effect OR 959%CT
. GLP-1RAs ‘ ‘ Placebo - ) Mean Dlﬁe& I\pﬂ:an Dlﬂeren::e Db ’ 1.32~3.60
Semaglutide 14mg/day Aroda 2019 -4.1 3.8343 175 15 3.8343 178 26. 0% - . &ﬂ 30] - ) ;
Semaglutide 14mg/day Ji 2021 148 22817 63 -066 22817 62 26.0% [ é 0.02] —— Hypoglycemia g3 Lt 18
Albiglutide 50 mg once a weekMoretto 2008 -3.1 26495 78 1.4 26325 77 25 7% .70 [ 3, -0.87] -
Semaglutide 1 mg once a week Sorli 2017 -4.53 46678 130 -0.98 4.8217 129 b —3 -4.71, -2.39] - vomiting ! 4.02~16.81
Total (95% Cl) 446 446 %% Q\S} 12[-3.20, -1.04] o P _ 2.986.55
Heterogeneity: Tau? = 0.99; Chi = 17.90, df = 3 (P = 0.0005); I* = A P 5 i ;
Test for overall effect: Z = 3.86 (P = 0.0001) ?\ Favours GLP-1RAs Favours placebo
¢ FPG Q.
GLP-1RAs PI& \ Mean Difference Mean Difference
r r Mean D Total M 1 _Weigh IV, Random, 95% CI 1V, Random, 95% CI
Semaglutide 14mg/day Aroda 2019 -36.7 37.3842 175 x 178 21.8% -40.70 [48.50,-32.90] ~— =
Semaglutide 14mg/day Ji 2021 -39.96  30.733 4 62 18.6% -35.82[4655,-2509] —
Albiglutide 50 mg once a week Maretto 2008 187 35327 5 0999 77 18.2% -13.50[-24.59, -2.41] —_—
Taspoglutide 20mg once a weekRaz 2012 -34.2 32456 32,8148 115 21.3% -32.76[41.00, -24.52] -
Semaglutide 1 mg once a week Sorli 2017 4212 37. 34%5Q1 @9 9 40.2957 129 20.0% -32.22[41.68,-22.76] —
\
Total (35% CI) ?‘a 561 100.0% -31.44 [-39.76, -23.13] -
Heterogeneity: Tau? = 66.70; g@&f 4 (P =0.003); I? = 75% -:i.o 25 5 2‘5 5‘0
Test for overall effect: Z = £ < 0.08001) Favours GLP-1RAs Favours placebo

Q\
Deng R et al., Frontiers in Endocrinology 2013
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Comparison: other vs 'Placebo’

Treatment (Random Effects Model)
Tirzepatide 15 mg -
Tirzepatide 10 mg —-
Tirzepatide 5 mg —-
Basal insulin + SU
iDegLira ——
Basal-bolus insulin
iGlarLixi ——
SGLT2i + GLP-1 RA —i—
BlAsp30
Semaglutide 2 mg ——
Dulaglutide 4.5 mg —i—
Dulaglutide 3 mg —u—
Basal insulin
GLP-1 RA
SGLT2i
| | | T T
25 -2 15 1 05 0

HbA1c difference (%)

Caruso | et al., Lancet 2023

GLP-1RA and glycometabolic cgﬁftrol

MD 95% ClI
-2.00 [-2.22; -1.78]
-1.86 [-2.09; -1.63]
-1.63 [-1.87;-1.39]
-1.62 [-2.36; -0.88]
-1.60 [-1.88; -1.33]
-1.60 [-2.22;-0.98]
-1.52 [-1.82; -1.22)
-1.31 [-1.71;-0.91]
-1.25 [-1.87; -0.63]
-1.19 [-1.78; -0.59]
-1.11 [-1.51;-0.70]
-1.00 [-1.41; -0.59]
-0.90 [-1.16; -0.65]
-0.89 [-1.13; -0.64]
-0.46 [-0.86; -0.06]

Treatment

Tirzepatide 15 mg
Tirzepatide 10 mg

SGLT2i + GLP-1 RA
Tirzepatide 5 mg

Dulaglutide 4.5 mg
Semaglutide 2 mg

SGLTZi

Dulaglutide 3 mg

GLP-1 RA
iGlarLixi
iDegLira
Basal insulin

Basal insulin + SU

BlAsp30
Basal-bolus in

e?g

D @
\’0 \’0
¢9
>
O

.

s
Koy

N

O’(. . /O

Q-

BW difference (kg)

\ .
S
> O
Q N
A
N &
N\
Comparison: other vs 'Placebo’ Q\('b . ’\\.
(Random Effects Model) Mlb\ @g@’ cl S—
45,;-9.72] : .
larLixi
- 8.66;-7.88) Car
.' \\® 5@ -6.16: -4. 79} !I?engra‘d .
-5.85; -5.06 irzepatide 15 mg
\’}\(.b %03 81 %_4 08: _3_15% Tirzepatide 10 mg
. 3 353 [-4.36; -2.70] Basal insulin
0® 3.44 [_4:11;_2:77] Basal insulin_+ Sl_J
G Q)(b -3.16 [-3.62;-2.69] Bgsal-bglus insulin
2.63 [-2.96; -2.29] Tirzepatide 5 mg
D 005 [.037. 048] SGLT2i+GLP-1RA
N 0.10 [-0.34; 0.54]  BlAsp30
(%) 152 [ 1.13; 1.91] Dulaglutlc!e 45mg
(& 165 [ 0.02; 3.27] Semag!uhdez mg
N 1.95 [ 1.10; 2.79] ~ SGLT2i
Q 3.60 [ 2.66; 4.54] Dulaglutide 3 mg
| GLP-1RA
-5 0

Comparison: other vs 'Placebo’

(Random Effects Model)

++ ++++

_._
_._

B

[ I I I I I I

-70 -60 -50 -40 -30 -20 -10 O
FPG difference (mg/dL)

MD 95% ClI
52.61 [-62.10; -43.11]
-51.13 [-60.41; -41.84]
-49.26 [-56.37; -42.16]
-47.18 [-54.68; -39.69]
-45.59 [-53.74; -37.43)]
-45.41 [-73.57; -17.25]
-42.14 [-61.88; -22.40]
-40.05 [-47.84; -32.26]
-39.50 [-53.54; -25.47]
-35.31 [-56.28; -14.33]
-26.53 [-39.05; -14.02]
-26.03 [-45.48; -6.58]
-24.79 [-38.42; -11.16]
-22.78 [-35.30; -10.27]
-20.63 [-28.10; -13.16]
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GLP-1RA and MACE  &°

N\

| . NS

Primary outcome: death from cardiovascular causes, my%}rg@\r infarction, or stroke
.\@ .

N
N \Y - -
A Primary Outcome A Primary Outcome = 164 — Albj |¢fg3g en A Primary Cardiovascular Outcome
100 20 . N 100+ < — PI%) 428 ev%} 100+
Hazard ratio, 0.87 (95% CI, 0.78-0.97) . .y 10 Hazard ratio, 0.74 (95% CI, 0.58-0.95) £ 144 QO . 187 Hazard ratio, 0.91 (95% C1,083-1.00) 2=
90 P<0.001 for noninferiority 90 94 P<0.001 fe inferior Placebo < % K P<0.001 for noninferiority o
. 15 e <0. or noninferiority 3 \ 15 P -
§ 804 P=0.01 for superiority ﬁ- 30 8- p=0.02 for superiority = 12 \ 6 204 P=0.06 for superiority 7
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0 6 12 18 24 30 36 42 48 54 0 8 16 24 32 40 48 56 G4 72 B0 38 96 @ ‘\ 0 T T T T T T ) 0 - . . : : : : . . .
0 1 2 3 4 5
Months since Randomization Weeks since Randomization Q~ 0 4 8 12 16 20 24 28 Years since Randomization
Number at risk
No. at Risk No. at Risk Q <Z’ I "
No. at Risk
Liraglutide 4668 4593 4496 4400 4280 4172 4072 3982 1562 424 Placbo 1649 1616 1586 1567 1534 1508 £/ NQ N Albiglutide 4731 4613 4503 4239 3148 2142 1064 . o
) Placebo 4732 4603 4460 4208 3074 2077 1030 Placebo 7396 7120 6897 6565 5908 4468 3565 2061 2209 1366 687
Placebo 4672 4588 4473 4352 4237 4123 4010 3914 1543 407 Semaglutide 1648 1619 1601 1584 1568 1543 1524, Q - Exenatide 7356 7101 6893 6580 5912 4475 3595 3053 2281 1417 727
O—-aN
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QQ ’\OQ
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Marso SP et al, NEJM 2016 {)Q
Hernandez AF et al., The Lancet 2018 26
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Oral Semaglutide and “The Soul”ﬁudy

100+

A Major Adverse Cardiovascular Events

B Death from Cardiovascular Causes

100

149 Hazard ratio, 0.86 (95% Cl, 0.77-0.96
904 12+ P=0.006 for superiority
& 80 10 No.ofevents:
o Placebo, 668
g 709 8 Semaglutide, 579
- 604 6+
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£ 504 44
2 404 27
&
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E 0 6 12 18 24 30 36 42 43 54
S 204
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0 1 ! I T 1 I I 1 1
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70
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0 6 12 18 24 30 36 42 48 54

Months since Randomization

. at Risk

Placebo

4825 4718 4583 4455 4322 4194 4101 3727

Oral semaglutide 4825 4743 4635 4542 4438 4346 4239 383

z&@é@

acebo

4825 4760 4680 4594 4511 4427 4355 3991 2721 1460

Oral semaglutide 4825 4781 4712 4648 4583 4509 4436 4040 2727 1460

C Nonfatal Myocardial Infarction
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@\v

D Nonfatal Stroke

1009 6 Hazard ratio, 0.74 (95%@3 61*@0
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© 60
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N Months since Randomization
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4825 4739 4631 4511 4395 4284 4197 3821 2595 1390

j‘%l semaglutide 4825 4766 4672 4593 4505 4416 4322 3922 2638 1394

1009 3.59 |Jazard ratio, 0.88 (95% Cl,0.70-1.11)
90+ 3.04 No. of events:
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0 6 12 18 24 30 36 42 48 54
Months since Randomization
No. at Risk

Placebo

4825 4739 4631 4533 4432 4330 4254 3890 2636 1412

Oral semaglutide 4825 4758 4675 4595 4513 4434 4346 3943 2640 1408
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Three-point MACE

Liraglutide LEADER

Impact of GLP1-ra on the risk o@

kY
GLP-| receptor
agonist n/N (%)

608/4668 (13%)

GLP1RA and CVD

Placebo

n/N (%)

694/4672 (15%)
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@
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’b(b K\\

0 Hazard ratio NNT
6\{’\ & (95% Cl) @s%cly vale
Q(b 0.87 (0.78-0.97) 0.01

0.74 (0.58-0.95) 0.016

o 0.91 (0.83-1.00) 0.061
—e— 0.78 (0.68-0.90) 0.0006

—o] 0.88 (0.79-0.99) 0.026

— 0.79 (0.57-1.11) 0.17
— 0.73 (0.58-0.92) 0.0069
¢ 0.85 (0.80-0.90) 61 (46-92) <0.0001

[ |

1.5

B

5&) Favours GLP-1RA

semaglutide (VI 108/1648 (7%)  146/1649 (9%)
Exenatide @I85 839/7356 (11%)  905/7396 (12%)
Albiglutide 338/4731 (7%)  428/4732 (9 )O
pulaglutide @EEAIND 594/4949 (12%) 663;’4952
I PIONEER 6 61/1591 (4%) 76f|5v %\\
[T e AMPLITUDE-O 189/2717 (7%) |§@59 @99
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Sattar N et al., Lancet 2021
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Plaque Burden (%)

Plaque Burden (%)
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GLP1-ra use and CAD Progression over 1 Year

GLP-1RA and coronary plaque regot;e"ssmn

A) Absolute PB change at 1 year

Baseline 1-year

GLP-1Ra (N=22)

100
GLP-1Ra: -5.8+12.8% GLP-1Ra: -6.1% [-7.3, -1.8]
No GLP-1Ra: 1.1+13.6% No GLP-1Ra: -0.7% [-2.4, 9.8]
P=0.041* 80 P =0.039*%
\
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¢ > O
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]
Baseline 1-year Baseline 1-year
No GLP-1Ra (N=65) GLP-1Ra (N=7)
C) PB reduction from baseline to 1-year CD\/

B) Absolute patient PAV change at 1 year

GLP-1Ra (N=22)

P=0.034*
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GLP-1RA effects on mflamma’g)laen
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Dapa + Oral Sema and DM remlsesi%n

\ .
9 &
SN
Glycometabolic parameters of patients that completed the 6 months follow-up. ,\,00 ~ >
AN 4
N %/
Dapa (n = 415) Dapa@m{(&ﬁ@
Basal Follow up Mean reduction P value Ba(:@ ?\’\\(.0 Follow-up Mean reduction P value
BMI (Kg/m2) 28.4 + 4.4 275+ 4.4 -0.9 0.001 OCES 6 @ 27.1 £ 3.0 -1.5 0.001
Weight (Kg) 79.6 + 14.1 77.1 +£13.9 -2.5 0.001 % +13.5 76.2 + 12.1 -4.2 0.001
FPG (mg/dL 152.7 + 35.8 136 :I:_24.6 -16.7 0. 145.1 + 16.5 -31.9 0.001
HbAlc (%) 7.4+09 6.9+0.7 -0.5 6.4 £ 0.45 -1.2 0.001
S-Creatinine (mg/dL) 1.0 £ 0.3 1.1 £ 0.3 + 0.06 (@) 0.94 4 0.19 0.91 4+ 0.17 -0.03 0.001
eGFR (mL/min/1,73 m?) 72.8 + 23.5 724 + 375 -0.4 60' % 76.2 + 24 75.1 + 20.1 -1.1 ns
ACR (mg/g) 52.7 + 157 31.7 - 54.9 -21.0 66.2 4 160 50.9 4+ 111 -15.3 0.01
Tot-cholesterol (mg/dL) 166.4 + 37.4 159.7 + 32.0 -6.7 @ Q’% 001 188 + 31.7 172.5 + 19.5 -15.5 0.001
HDL (mg/dL) 47.54+12.3 47.8 +11.6 42,9 4+ 8.4 441471 + 1.2 0.01
LDL (mg/dL) 95.0 &+ 35.1 84.0 4 23.2 \é 0.00I 116.4 &+ 35.3 97.8 4+ 25.3 -18.6 0.01
Triglycerides (mg/dL) 145.3 £ 65.1 135.0 + 53.2 @ 0.000 142.8 + 47.3 150.7 + 29.7 +7.9 0.001
SBP (mmHg) 134.1 + 14.7 129.0 + 12.0 Q \ 0.000 133.5+ 13 123+ 9,4 -10.5 0.001
DBP (mmHg) 80.1 £ 9.0 77.0 £ 8.4 O ns 80.7 + 8.8 73.3+ 8.3 -7.4 0.001
Basal Insulin treatment 68, 16.4 53,127 0.001 120, 22.1 13, 2.4 -89.2 0.001
Rapid Insulin 37, 8.9 25, 6.0, O 32 4 0.001 5,0.9 0, 0.0 -100 0.001
treatment g Q
Sulfonylureas/glinides treatment 38,9.1 Sfb ‘\O -81.6 0.014 55,1.0 1,0.2 -98.2 0.001

Abbreviations: BMI, body mass index; FPG, Fasti @P\(as Glucose HbAlc, glycated hemoglobin; eGFR Estimated Glomerular Filtration Rate; ACR, albumin/

creatinine ratio; HDL high density lipoprotein; LQ@IOV\@nsﬁy lipoprotein; SBP, systolic blood pressure; DBP, diastolic blood pressure. T-test for repeated measures.

Data are expressed as mean + SD; n, %. Q
Z

< @
Q >
&
0° R

Fiorina P et al., Pharmacological Research 2024
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Improvement in all metabolic parageters

Delta FPG (mg/dL)
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Pharmacological remission with GLP-1QB<§\+ SGLT2i
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SGLT2i+GLP-1Ra is superior for HbAlc/@@‘”dy Weight

HbA1c

(A)

Study or GLP-1 RA plus SGLT2i GLP-1 RA
Subgroup Mean SD  Total Mean sD
Simultaneous initiation of GLP-1 RA plus SGLT2i

Ali 20203 -1.67 112 15 -144 151
lkonomidis 20182 -1.50  3.58 20 -130 268
Jabbour 201821 -1.70  1.66 228 -1.29 181
Total (95% CI) 263

Heterogeneity: Tau® = 0; Chi® = 0.16, df = 2 (P = 0.92); I = 0%

Sequential addition of SGLT2i to GLP-1 RA

Fulcher 201624 -0.86 0.71 65 0.17 0.71
Total (95% CI) 65

Heterogeneity: not applicable

Total (95% CI) 328

Heterogeneity: Tau® = 0.12; Chi® = 8.79, di = 3 (P = 0.03); I* = 66%

B

gtuzly or  GLP-1 RA plus SGLT2i SGLT2i
Subgroup Mean SD  Total Mean sD
Simultaneous initiation of GLP-1 RA plus SGLT2i

Ali 2020% -1.67 1.12 15 -089 093
lkonomidis 2018 -1.50  3.58 20 -0.80 224
Jabbour 20182 -1.70 1.66 228 -1.06 1.82
Total (95% CI) 263

Heterogeneity: Tau” = 0; Chi” =0.12, df = 2 (P = 0.94); I" = 0%

Sequential addition of GLP-1 RA to SGLT2i

Blonde 2020% -100 086 195 -0.32 083
Ludvik 2018% -127 074 266 -054 074
Zinman 2019% -150 074 151 -0.10  0.86
Total (95% CI) 612
Heterogeneity: Tau® = 0.15; Chi® = 38.05, df = 2 (P < 0.01); I = 95%
Total (95% CI) 875

Heterogeneity: Tau® = 0.12; Chi® = 41,09, df = 5 (P < 0.01); I” = 88%

Mantsiou C et al., Diabetes Obes Metab 2020

Total

15
20
227
262

30
30

292

Total

15
20
230
265

95
133
151
379

644

Weight

16.3%

5.2%
39.0%
60.5%

39.5%
39.5%

100.0%

Weight

11.0%

2.9%
19.5%
33.4%

21.8%
22.6%
22.2%
66.6%

N

Mean Difference
IV, Random, 95% Cl

Mean Difference
IV, Random, 95% CI

-0.23[-1.18; 0.72)
-0.20 [-2.16; 1.76]
~0.41 [-0.73; -0.09]
-0.39 [-0.69; —0.09]

-1.03 [-1.34; -0.72] =
-1.03 [-1.34; -0.72] -
-0.61 [-1.09; -0.14] -

-3 -2 -1 0 1 2

Favours GLP-1 RA plus SGLT2i Favours C*%i

Mean Differ,
\'A Rando Cl

Mean Difference
IV, Random, 95% CI

-0.78 [-1.52; -0.04]
-0.70 [-2.55; 1.15]
-0.64 [-0.98; -0.32]
-0.66 [-0.95; ~0.37]

1 ,@ - Q&JHQ =0. E
X %2 I \ \ 1 1 \

O@\<2®K 3 2 1 0 1 2 3
S

Favours GLP-1 RA plus SGLT2i  Favours SGLT2i

&
Q

0\(&\

(A) 6\
Study or GLP-1 RA plus SGLT2i . LP 1RA
Subgroup Mean @ Dtal @é
Simultaneous initiation of GL

Ali 2020% 6.0 & -1.90  3.10

Jabbour 201821 -2.
Total (95% Cl)

-0.80 7.53

243

Heterogeneity: 2.03; Q@{: 3.41,df=1(P=0.08); F=71%
Sequel %ltlm&%_Tm to GLP-1 RA
Fulchd@)d 162 A— 230 64 -060 219

'{% 95% 64
6® erogen% not applicable

% Cl) 307
erogeneity: Tau® = 0.43; Chi® =3.75, df = 2 (P = 0.15); 1> = 47%

(B)

Study or GLP-1 RA plus SGLT2i SGLT2i
Subgroup Mean SD  Total Mean sD
Simultaneous initiation of GLP-1 RA plus SGLT2i

Ali 2020% -6.00 3.10 15 -350 1.94
Jabbour 2018%"  -250  6.04 228 -3.00 7.58
Total (95% CI) 243

Heterogenelty: Tau? = 3.85; ChiZ = 6,92, df = 1 (P < 0.01): P = 86%

Sequential addition of GLP-1 RA to SGLT2i

Blonde 2020  -2.84 383 196 -2.02 3.32
Ludvik 2018%  -285 350 271 210 351
Zinman 2019%  -470 393 151 -0.90 3.81
Total (95% CI) 618

Heterogeneity: Tau® = 2.66; Chi® = 32.94, di =

Total (95% CI)
Heterogeneity: Tau® = 2.52; Chi® =

861

2 (P <0.01); I = 94%

44.08,dl =4 (P <0.01); P = 91%

0

Body Weight

Mean Difference

Mean Difference

Total Weight IV, Random, 95% CI IV, Random, 95% CI
15 17.9%  -4.10[-6.32; -1.88] ——
297  366%  -1.70 [-2.95; —0.45] e
242 54.6%  -2.72 [-5.04; -0.39] — T
29 45.4%  —2.72[-3.70;-1.74] _..._
29 45.4% =-2.72 [-3.70; -1.74] ‘
2n 100.0% ~-2.59 [-3.68; ~1.51] "‘-
| T 1
-6 -4 -2 0 2 4 6
Favours GLP-1 RA plus SGLT2i Favours GLP-1 RA
Mean Difference Mean Difference
Total Weight IV, Random, 95% CI IV, Random, 95% CI
15  168%  -2.50 [-4.35; -0.65] —E
230 19.5%  0.50[-0.75; 1.75] o
245 36.3%  -0.92[-3.86; 2.02] B
97 21.1%  -0.82[-1.67; 0.03] 4=
137 21.5% =0.75 [-1.47; -0.03] =
151 21.0% -3.80 [-4.67; -2.93] -
385 63.7%  -1.78 [-3.69; 0.12] ——_—
630 100.0%  -1.46 [-2.94; 0.03] e
T 1 T 1
-6 4 -2 0 2 4 6
Favours GLP-1 RA plus SGLT2i Favours SGLT2i
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SGLT2i+GLP-1Ra is superior for MACE
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Duration of follow-up (years) ?\O @O Duration of follow-up (years)
No at risk 1% \OQ No at risk
GLP-1 RA alone é6 SGLT-2 inhibitor alone
6696 3798 1996 1072 \(5\ 242 8942 4732 2347 1146 514 176
GLP-1 RA-SGLT-2 inhibitor combination QQ(O 6\ SGLT-2 inhibitor-GLP-1 RA combination
6696 1986 1000 53’9 Q\\ 259 114 8942 2556 1035 428 157 48
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SN
@ H9
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Q 36
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Conclusions &

Diabetes is a risk factor for CVD events and deaf\@%e@
\‘0 c}\
SGLT2i/GLP-1Ra combination therapy is thébr&g% must To reduces cardiovascular events,
improves glycemic control and contrlbl{@@s tﬁwelght loss in patients with DM
<<\° 0
New combination therapies opera)\[%&@opportunltles for effective therapy



Acknowledgements 5

www.casadiabete.it Q

il i . P " - Sisterna Socio Sanitario

U & A% | UNIVERSITA Regione
@0 L/ | DEGLISTUDI Lombardia

RONFONENRICA | DI MILANO ASST Fatebenefratelli Sacco

]b\. INIZZ1



	Diapositiva numero 1
	Diapositiva numero 2
	Diapositiva numero 3
	Diapositiva numero 4
	Diapositiva numero 5
	Diapositiva numero 6
	Diapositiva numero 7
	Diapositiva numero 8
	Diapositiva numero 9
	Diapositiva numero 10
	Diapositiva numero 11
	Diapositiva numero 12
	Diapositiva numero 13
	Diapositiva numero 14
	Diapositiva numero 15
	Diapositiva numero 16
	Diapositiva numero 17
	Diapositiva numero 18
	Diapositiva numero 19
	Diapositiva numero 20
	Diapositiva numero 21
	Diapositiva numero 22
	Diapositiva numero 23
	Diapositiva numero 24
	Diapositiva numero 25
	Diapositiva numero 26
	Diapositiva numero 27
	Diapositiva numero 28
	Diapositiva numero 29
	Diapositiva numero 30
	Diapositiva numero 31
	Diapositiva numero 32
	Diapositiva numero 33
	Diapositiva numero 34
	Diapositiva numero 35
	Diapositiva numero 36
	Diapositiva numero 37
	Conclusions
	Diapositiva numero 39



