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ODbjectives

A SGLT2i:
A Glomerular and tubular effects of SGLT2i
A Proposed mechanisms underlying benefits
A Summary of the kidney outcomes (emphasis on the DAPA-CKD & EMPA-KIDNEY trials)
A Summary of CV/HF/ASCVD outcomes

A GLP-1 receptor agonists (GLP-1RA):

A Proposed mechanisms underlying clinical benefits
A Effects on CV risk factors
A Summary of clinical CV and renal outcomes (Emphasis on SELECT and FLOW trials)

A Mineralocorticoid receptor antagonists (MRAS):

A Proposed mechanisms underlying clinical benefits
A Steroidal vs non-steroidal MRAs
A Summary of clinical CV and renal outcomes (FIDELIO & FIGARO)

A Summary and recommendations



The top 10 global risk factors for death, 2019

12
10

8

I I ' I i i Tr

Million deaths, 2019
(@)]

2
0
High blood Smoking High fasting Air pollution High BMI High LDL Kidney  Alcohol use High sodium Low whole
pressure plasma dysfunction intake grains
glucose

Luyckx VA et al., Kidney Int 2024



Severe mortality risk in pre-dialysis CKD
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The Captopril Study: 1993

409 insulin-dependent T1DM patients:

A Mean age: 35
A Duration of DM: 22 yrs
A Baseline proteinuria 2.5-3 g/g
A Alc 12%
A Mean CrCL:
- 84 mL/min (captopril)
- 79 mL/min (placebo)

Lewis, NEJM 1993



Kidney outcomes with ARB in T2DM: 2001

Doubling of serum creatinine, ESKD, or death
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Timeline of the key current and future RCTs involving
SGLT21s/GLP-1RAs/ns-MRA for CV and renal outcomes
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Cardiovascular-kidney-metabolic (CKM) syndrome is a
systemic disorder that connects heart disease, kidney
disease, diabetes, and obesity

Cardiovascular-Kidney-Metabolic Health: A presidential advisory From the AHA

Nonmetabolic
etiologies of

/ hypertension

Stage 0: Stage 1: Stage 2:
No Risk Factors Excess/Dysfunctional Metabolic Risk
Adipose Tissue Factors and CKD

Hypertension

Metabolic
syndrome

Hyper- g
triglyceridemia | ©

& A

Sk,
Essential

. Q ’
Type 2 Moderate- to
diabetes high-risk CKD

@ Overweight/obesity
s Abdominal obesity
Impaired glucose
tolerance
A focus on v
primordial prevention /
and preserving Nonmetabolic
cardiovascular health etiologies of CKD

Ndumele CE et al., Circulation 2024



Many do not receive optimal care for CKD

00
o

S £ 70%
$E™ 65%
s; % 50%
g § 50 0
fc:::. > 40%
gE 2506
§5 2
£35 —
Proteinuria  BP Alc ACEll \ SGLT2i ) Expert
monitoring O1 3 0, 6% 8% ARB use \ use / Lifestyle/
dietary
advice

7%-20% of people with CKD are aware
of their diagnosis globally.

Only 5% and 6.3% of eligible patients with

CKD and diabetes, respectively, continued
on SGLT2iI and GLP-1RA at 90 days.

Unaware of CKD
80% —93%

Luyckx VA et al., Kidney Int 2024

Proportion of people with CKD aware of their diagnosis Nicholas SB et al., Diabetes Obes Metab 2023



SGLT2 inhibitors: Kidney benefits



Glucose reabsorption in proximal nephron
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The effect of proximal sodium reabsorption on
tubuloglomerular feedback
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DAPA-CKD: The acute drop in eGFR with SGLT2i initiation
followed by slower eGFR decline
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Potential pathways involving kidney
protection with SGLT2 inhibition

Potential pathways that reduce renal ischemia with SGLT2 inhibition
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SGLT2i trials by baseline eGFR and albuminuria
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DAPA-CKD: Dapagliflozin is similarly beneficial for renal
endpoints in diabetic and non-diabetic patients

A Primary Composite Outcome

Cumulative Incidence (%)

No. at Risk
Placebo

Dapagliflozin 2152 2001 1955 1898 1841 1701 1288

247 Hazard ratio, 0.61 (95% Cl, 0.51-0.72) 312 events
1004 50 P<0.001
7 164 39%RR o 197 event
801 ,1 NNT=19
704
604 *] Dapaglifiozi
sod 4 apagliflozin
40+ 0 I I T T I T I |
30- 0O 4 8 12 16 20 24 28 32
20+ Median f/u = 2.4 yrs
10_%
0_ | | | | | | |
0 4 8 12 16 20 24 28 32
Months since Randomization
2152 1993 1936 1858 1791 1664 1232 774 270
831 309

Components of the primary outcome:

A Decline in eGFR o0#%t060D5
A ESKD 0.64 (0.50-0.82)
- eGFR <15 0.67 (0.51-0.88)

- Dialysis or kidney tx 0.66 (0.48-0.90)
A Death from renal/CVD 0.81 (0.58-1.12)

A DM :
A No DM:
A pinteraction:O'24

The HR for primary composite outcome
with dapagliflozin:

HR 0:64 (0-5271 0-79)

HR 0-50 (0-357 0-72)

Heerspink et al., NEJM 2020;383:1436
Wheeler DC et al., Lancet Diabetes Endocrinol 2021:9:22
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Dapagliflozin is similarly effective in CKD 4
compared to CKD 2/3 in DAPA-CKD
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Dapagliflozin reduces the risk of renal
outcomes independently of baseline HF status:
analysis from DAPA-CKD

Effect of Dapagliflozin, Compared With Placebo, in DAPA-CKD

Overall and According to Baseline Heart Failure Status

Dapagliflozin Placebo Dapagliflozin Placebo HR P Value for
n/N Events/100 Patient-Years (95% CI) Interaction

Primary outcome: eGFR decline 250%, ESKD, or kidney or CV death

Overall 197/2,152 312/2,152 4.6 7.5 — — 0.61(0.51-0.72)
HF at baseline 31/235 51/233 6.5 11.0 I o 0.58 (0.37-0.91) 0.59
No HF at baseline 166/1,917 261/1,919 4.4 7.0 —_— 0.62 (0.51-0.75)

Secondary outcome: eGFR decline 250%, ESKD, or kidney death

Overall 142/2,152  243/2,152 3.3 5.8 — — 0.56 (0.45-0.68)
HF at baseline 13/235 27/233 2.7 5.8 1 @ 0.45 (0.23-0.87) 0.36
No HF at baseline  129/1,917  216/1,919 3.4 5.8 —o— 0.57 (0.46-0.71)




Overall kidney outcomes

SGLT2I therapy associated with renal benefit
regardless of history of ASCVD

Treatment Placebo
Rate/1000 Rate/1000 Hazard ratio
No./total No. patient-years  No./total No. patient-years (95% ClI)
EMPA-REG OUTCOME 81/4645 6.3 71/2323 11.5 0.54 (0.40-0.75)
CANVAS program NA/5795 5.5 NA/4347 9.0 0.60(0.47-0.77)
DECLARE-TIMI 58 127/8582 3.7 238/8578 7.0 0.53(0.43-0.66)
CREDENCE 153/2202 27.0 224/2199 40.4 0.66 (0.53-0.81)
VERTIS CV 175/5499 9.3 108/2747 11.5 0.81(0.64-1.03)
Fixed-effects model (Q=7.96; df=4; P=.09; I2=49.7%) 0.62 (0.56-0.70)
Kidney outcomes by ASCVD status
Treatment Placebo
Rate/1000 Rate/1000 Hazard ratio
No./total No. patient-years  No./total No. patient-years (95% ClI)
Patients with ASCVD
EMPA-REG OUTCOME  81/4645 6.3 71/2323 11.5 0.54 (0.40-0.75)
CANVAS program NA/3756 6.4 NA/2900 10.5 0.59 (0.44-0.79)
DECLARE-TIMI 58 65/3474 4.7 118/3500 8.6 0.55(0.41-0.75)
CREDENCE 69/1113 24.1 102/1107 36.5 0.64 (0.47-0.87)
VERTIS CV 175/5499 9.3 108/2747 11.5 0.81 (0.64-1.03)
Fixed-effects model (Q=6.09; df=4; P=.19; 12=34.4%) 0.64 (0.56-0.72)
Patients without ASCVD
CANVAS program NA/2039 4.1 NA/1447 6.6 0.63(0.39-1.02)
DECLARE-TIMI 58 62/5108 3.0 120/5078 5.9 0.51(0.37-0.69)
CREDENCE 84/1089 29.9 122/1092 443 0.68 (0.51-0.89)

Fixed-effects model (Q=1.86; df=2; P=.40; I2=0.0%)

0.60 (0.50-0.73)

~30-40% RRR

Favors
treatment

Favors
placebo

0.2

HR (95% CI)

~30-40% RRR
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treatment placebo

With ASCVD
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—eo— |
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Without ASCVD :

e

—e— !
<:> :

0.2

HR (95% ClI)

Weight, %
11.51
18.66
24.77
25.28
19.79

Meta-analysis of SGLT2i
trials on the composite of
renal worsening, ESRD, or
renal death stratified by the
presence of
established atherosclerotic
CV disease

Weight, %

16.67
19.23
18.06
17.37
28.66

15.72
37.41
46.87

McGuire DK et al.,
JAMA Cardiol. 2021:6:148


https://www-sciencedirect-com.ezproxy.lib.utah.edu/topics/medicine-and-dentistry/arteriosclerotic-heart-disease

Design, recruitment, and baseline characteristics

of the EMPA-KIDNEY trial

STOPPED EARLY IN 4/2022

Background

Streamlined design Baseline characteristics

3 RCT: e N

O @aias if. Mean age 64

Qﬁ‘g Empagliflozin 10 mg once daily g n= 6609 éﬂ é (SD 14] years
vs. matching placebo RS

Inclusion criteria:

Started in 1/2019

o, 33% - 8 countries:
E»z Europe, N. America
S 67% — and Asia

Primary renal diagnoses:

: -
%%é/ eGFR 2 20, <45 mL/min/1.73 m?; :AGe?:';;LS/(ngg‘{;)Js e - 31% diabetic nephropathy
o4  or245,<90 and uACR =200 mg/g o L 25% glomerular disease
78A)W|fh eGFR <45 W o/ . -
“ 34% with eGFR < 30 22% ischaemic/hypertensive
it i t : 9 o o
.oénvp:)’:'r;zlr:j";;? outcome (DAPA-CKD - 14% with eGFR <30) 12% other and 10% unknown
. Maintlenonce dialysis or kidney — | uACR, mg/g: Comorbidity:
‘ ! *g"”sl? O“CI e . Median 412 (IQR 94-1190) 46% diabetes
us’rom§ :> i m /;nln{ i [ 48% with uUACR < 300 27% cardiovascular disease
or sustained = 40% eGFR decline A e S i
The EMPA-KIDNEY trial has recruited a large, widely generalizable CKD population with high proportions
Conclusion of the types of people without diabetes and with low eGFR or uACR who have not been included in previous

trials of SGLT2i. Results are anticipated in 2022.

NEPHROLOGY
DIALYSIS
TRANSPLANTATION

The EMPA-KIDNEY Collaborative Group. NDT (2022)

@NDTSocial



EMPA-KIDNEY: Empagliflozin significantly lowers the
risk for kidney disease progression or CV death iIn
patients with CKD

407 HR and 95% CI: 0.72 (0.64-0.82)

P<0.001

30 L The primary outcome:
T chRseNieAl a composite of kidney
—— Placebo

disease progression

20 - (ESKD, eGFR <10,

sustained decline in

eGFR of O0O40%, ¢

Participants with Event (%)

10 - death) or CV death.
28% RR
0 I ] ] I 1
0 0.5 1 1.5 2 2.5
No. at Risk Years of Follow-up
Empagliflozin 3304 3252 3163 2275 1538 624
Placebo 3305 3250 3129 2243 1496 592

Herrington WG et al., NEJM 2022



Impact of primary kidney disease on the effects of
empagliflozin in patients with CKD: secondary

analyses of the EMPA-KIDNEY trial

Events/participants

Hazard ratio (95% Cl)

pheterogeneity

Empagliflozin Placebo
Causes of kidney disease ; 0-62
Diabetic kidney disease 137/1032 189/1025 — 0-64 (0-52-0-80)
Hypertensive or renovascular disease 72/706 87/739 E = 0-79 (0-58-1-08)
Glomerular disease 115/853 139/816 : n 0-77 (0-60-0-99)
Other disease or unknown 60/713 89/725 B E 0-67 (0-48-0-92)
Types of glomerular diseases : 0-25
IgA nephropathy 51/413 67/404 m- 0-67 (0-46-0-97)
Focal segmental glomerulosclerosis 17/98 13/97 : - 1.35(0-65-2-81)
Other glomerulonephritis 471342 59/315 i = 0-78 (0-53-1-16)
All participants <> 0-71(0-62-0-81)
04 06 08 10 12 16
< >

Favours empagliflozin Favours placebo

The EMPA-KIDNEY Collaborative Group, Lancet Diabetes Endocrinol. 2024;12:51



EMPA-KIDNEY: The effect of empagliflozin on eGFR
40+
T 35
5 Empagliflozin
£ —__ : :
E ~50% reduction in
£ Flacebo chronic (2 month to final
% follow up) eGFR decline
g s- slope with empagliflozin
= Difference
o Empagliflozin  Placebo (95% Cl)
Total -2.16+0.08 -2.92+0.08 0.75 (0.54-0.96)
ZOzf Long-Term -1.37+0.08 -2.75+0.08 1.37 (1.16-1.59)
O | | | | | I I I
0 2 6 12 18 24 30 36
Months after First Dose of Empagliflozin or Placebo
Herrington WG et al., NEJM 2022




EMPA-KIDNEY: Effect of empagliflozin on
acute changes in eGFR, by key subgroups

Mean (SE) acuwbe dip
(mL'minute,73m)

Baseling
wFFR  Empaglificzia Placebo
Diabetes
Yes 158 =323 (0.18) =057 (0.18) f
No M6 -2ITWA5 -0650.14) ;
eGFR §
<30 248 -121 (047 03T (A7)
O30 <45 ms =304 (0.15) =066 (0.15)
045 3 -883(0.24)  -2.38[024) ———
Urinary albumin/Cr ratio (mg/g)
<30 1% 1 224 (0.24) 018023 e
O30 O30 08z -z 005040 :
=3 1 1 =1 i
5300 187 342 (0.15) 38 [0.15)
All participants 173 -2T4(0.41)  -0.62 [0.10)

Larger with
empagliflozin

Difference in acute eGFR dip

: The EMPA-KIDNEY
Smaller with Collaborative Group,
empagliflozin Lancet Diabetes

Endocrinol. 2024:12: 39



https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=38061371

The effect of empagliflozin on the primary outcome: consistent
across the prespecified subgroups but the proportional risk
reduction may be larger in those with higher urinary ACR

Subgroup

Diabetes mellitus
Present
Absent

Estimated GFR (mL/min/1.73m?)

<30
230 <45
245

Urinary albumin-to-creatinine ratio (mg/q)

<30
=230 <300
=300

All participants

Empagliflozin
no. of participants/total no.

218/1525
214/1779

247/1131
140/1467

323/1712
432/3304

Placebo

Hazard Ratio (95% ClI)

306/1515 —jiH+- 0.64 (0.54-0.77)

252/1790 i 0.82 (0.68-0.99)
|

3171151  —Ji}— 0.73 (0.62-0.86)

17511461  —Hill— 0.78 (0.62-0.97)

66/693 €<—m— 0.64 (0.44-0.93)
|

42/663 , ' 1.01 (0.66-1.55)

781937 — 0.91 (0.65-1.26)

438/1705 —Jik- 0.67 (0.58-0.78)

558/3305 <> 0.72 (0.64-0.82)

0.5 10 15 20

Empagliflozin Better

Placebo Better

EMPA-KIDNEY, NEJM 2022



The effect of empagliflozin on chronic slope by
diabetes, eGFR, and albuminuria subgroups

Mean annual rate of change in estimated GFR
(ml per minute per 1.73m? per year)

Absolute difference

Subgroup Empagliflozin Placebo (95% ClI)
LONG-TERM SLOPE

Diabetes :

Present -1.05(0.12) -2.73 (0.12) —I% 1.68 (1.36, 2.00)

Absent -1.66 (0.11) -2.75 (0.11) + 1.09 (0.79, 1.39)

Estimated GFR (ml per minute per 1.73m?) 5
<30 -1.84 (0.14) -2.85 (0.14) I 1.01 (0.63, 1.39)

230 <45 -1.18 (0.12) -2.50 (0.12) L 1.32 (0.99, 1.65)
245 -1.58 (0.17) -3.60 (0.17) . —> 2.01(1.53,2.49)

Urinary albumin-to-creatinine ratio (mg/qg) 5
<30 -0.11 (0.17) -0.89 (0.16) — - 0.78 (0.32, 1.23)

230 <300 -0.49 (0.14) -1.69 (0.14) — 1.20 (0.81, 1.59)
>300 -2.35(0.11) -4.11 (0.11) . —#> 1.76 (1.46, 2.05)
All participants -1.37 (0.08) -2.75 (0.08) = 1.37 (1.16,1.59) EMPA-KIDNEY Collaborative Group,
' - - , NEJM 2022:
4 05 0 05 1 15 2 - :
Placebo better Empagliflozin better Lancet Diabetes Endocrinl.

2024;12: 39



https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=38061371
https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=38061371
https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=38061371
https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=38061371

Study

eGFR <60

EMPAREG
CANVAS
DECLARE TIMI
CREDENCE
DAPA-HF
DAPA-CKD
VERTIS-CV

EMPEROR-Reduced

SCORED
EMPA-KIDNEY

Participants

1819
2039
1265
2592
1926
4304
1807
1978
10584
6609

Cardiovascular death

SGLT-2

events

75
79
32
71
119
65
111
106
155
59

Subtotal (I-squared = 0.0%, p = 0.982)
with estimated predictive interval

e GFR 060

EMPAREG
CANVAS
DECLARE TIMI
CREDENCE
DAPA-HF
VERTIS-CV

EMPEROR-Reduced

5199
8101
15894
1809
2816
6439
1746

97
164
213
39
109
230
81

Subtotal (l-squared = 62.2%, p = 0.014)
with estimated predictive interval

Overall (I-squared = 12.7%, p = 0.305)
with estimated predictive interval

NOTE: Weights are from random effects analysis

Placebo

events

48
68
40
96
134
80
64
121
170
69

Patients with and without CKD

% 4-F--

=
—
-
—-
—_—
"

89
142
209
a4
139
120
79

L 4

14% RRR

RR (95% Cl)

0.78 (0.55, 1.11)
0.97 (0.71, 1.33)
0.87 (0.55, 1.37)
0.74 (0.55, 0.99)
0.89 (0.71, 1.12)
0.81 (0.59, 1.12)
0.88 (0.66, 1.18)
0.89 (0.70, 1.14)
0.91 (0.74, 1.13)
0.86 (0.61, 1.21)
0.87 (0.79, 0.95)

(0.78, 0.96)

0.54 (0.41, 0.72)
0.84 (0.68, 1.05)
1.01 (0.84, 1.22)
0.89 (0.58, 1.35)
0.78 (0.62, 0.99)
0.95 (0.77, 1.18)
1.01 (0.75, 1.36)
0.85 (0.73, 0.99)

(0.54, 1.35)

0.86 (0.81, 0.93)
(0.76, 0.99)
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SGLT2 inhibitor

Placebo

2.45

Mavrakanas TA et al., 20z



No difference in adverse events between those with
eGFR <30 mI/min/1.73 m2and >30 ml/min/1.73 m?
(a subgroup analysis of CREDENCE)

Number of participants  Participants with an event
with an event per 1000 patient-years

P
Canagliflozin Placebo Canagliflozin Placebo HR (95% CI) interaction

Any AE i

eGFR <30 ml/min per 1.73 m? 77 81 435.0 421.6 I—:O—I 1.08 (0.79,1.47) 0.17
eGFR =30 ml/min per 1.73 m2 1706 1779 348.3 377.6 IOI: 0.87 (0.82, 0.93)

Any serious AE !

eGFR <30 ml/min per 1.73 m® 37 40 209.0 208.2 I—IO—I 1.03 (0.66, 1.61) 0.50
eGFR =30 ml/min per 1.73 m? 700 766 142.9 162.6 PO-III 0.87 (0.79, 0.97)
Hyperkalemia 1

eGFR <30 ml/min per .73 m2 13 13 73.4 67.7 : e | 1.20(0.55,2.63) 0.43
eGFR =30 ml/min per 1.73 m? 138 168 28.2 35.7 o 0.79 (0.63, 0.99)

Any kidney-related AE '

eGFR <30 ml/min per 1.73 m?> 29 33 175.1 177.0 —— 1.06 (0.64,1.75) 0.12
eGFR >30 ml/min per 1.73 m? 261 355 53.3 75.3 FoH 0.69 (0.59, 0.81)

AKI :

eGFR <30 mi/min per1.73m? 9 10 50.8 52.0 » | 1.04 (0.42,2.55) 0.70
eGFR >30 ml/min per 1.73m2 77 88 15.7 187 —o 0.84 (0.62, 1.14)

| | 1 | 1
025 0.5 1.0 2.0 4.0
< >
Favors Favors

Bakris et al., Clin J Am Soc Nephrol. 2020; 15: 1705 canagliflozin  placebo



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7769025/

Summary of CV outcomes with SGLT?2|



Summary of CV outcome, HF and renal trials published on SGLT2i drugs (shown as HR)
Renal endpoint: 50% decline in eGFR, ESKD, renal or CV death

_ CKD outcome trial

CV Outcome trials HF outcome trials

Trial KEII\DAI\PI'IAE\;( DAPA-CKD EMPA-REG CANVAS DE|C|\|/T|A5R;3E_ VERTISCV  DAPA HF i“é';i%%';‘ PER“EZ'EEigFéb
Drug Empa Dapa Empa Cana Dapa Ertugliflozin Dapa Empa Empa
N 6609 4304 7020 10142 17160 8238 4744 3730 5988
Age 64 62 63 63 64 64 66 67 72
% of DM 46 67 100 100 100 100 42 50 49
eGFR 37 43 74 77 85 76 66 62 61
% CVD 27 37 100 72 41 100 - - -
% HF - 11 10 14 10 24 100 100 100
Media'." i 2.0yrs 2.4 yrs 3.1yrs 2.4 yrs 4.2 yrs 3.0 yrs 18.2 mo 16 mo 26 mo
duration
% RAASI 85 88 81 80 81 81 83 88 81
Hosp for HF - - 0.65 0.67 0.73 0.70 0.70 0.69 0.71
CV death 0.84 0.81 0.62 0.87 0.98 0.92 0.82 0.92 0.91
f,\r']'o‘i;ﬁ; 0.87 0.69 0.68 0.87 0.93 0.93 0.83 0.92 1.00
efdep”;'m 0.71 0.61 0.54 0.60 0.53 0.81 0.71 0.50 'r ;_éézril‘;‘:'n'm
ESRD 0.73 0.64 0.45 - - - - - -



Subgroup analyes: HHF + CV-MORTALITY

Risk Ratio

eGFR (ml/min/1.73m2) CV Outcome Iin Patients
Treated With SGLT?2

Study or Subgroup log[Risk Ratio] SE Weight IV, Random, 95% ClI

30-60

SOLOIST-WHF, 2020 -0.53 0.15 23.2% 0.59 [0.44, 0.79] —
DAPA-HF, 2019 -0.33 0.1 36.6% 0.72 [0.59, 0.87]

EMPEROR-Reduced, 2020 -0.19 0.09 40.2% 0.83 [0.69, 0.99]

Subtotal (95% CI) 100.0% 0.73 [0.61, 0.86] ‘

Heterogeneity: Tau? = 0.01; Chi’? = 3.93, df = 2 (P = 0.14); I> = 49%

Test for overall effect: Z = 3.60 (P = 0.0003)

=60

EMPEROR-Reduced, 2020 -0.4 0.1
DAPA-HF, 2019 -0.27 0.1
SOLOIST-WHF, 2020 -0.11 0.22

Subtotal (95% CI)

45.3%
45.3%

9.4%
100.0%

0.67 [0.55, 0.82]
0.76 [0.63, 0.93]
0.90 [0.58, 1.38]
0.73 [0.64, 0.83]

Heterogeneity: Tau? = 0.00; Chi? = 1.79, df = 2 (P = 0.41); I*> = 0%

Test for overall effect: Z = 4.66 (P < 0.00001)

Test for subgroup differences: Chi? = 0.00, df = 1 (P = 0.96), I° = 0%

Risk Ratio

=+| eGFR30-60 Inhibitors for Heart
Failure: A Meta-Analysis

—*~ | eGFR >60

-~
0.5 0.7 1.5 2
Favours SGLT2 inhibitor Favours Control

SGLT2i provides a consistent
CAUSE OF HF ~30% reduction in HF
i hospitalization regardless of

Study or Subgroup log[Risk Ratio] SE Weight 1V, Random, 95% Cl

ISCHEMIC .

SOLOIST-WHF, 2020 -0.6 0.15 24.6%  0.55[0.41,0.74] ———a—— b I G FR th f H F
DAPACHF. 2019 A% 005 9% Drrlnes oo —— . aseline e or tne cause O :
EMPEROR-Reduced, 2020 -0.2 0.09 37.7%  0.82[0.69, 0.98] — Isc h emic

Subtotal (95% CI) 100.0%  0.73 [0.60, 0.88] -

Heterogeneity: Tau? = 0.02; Chi? = 5.38, df = 2 (P = 0.07); I*> = 63%

Test for overall effect: Z = 3.19 (P = 0.001)

NON-ISCHEMIC . )

EMPEROR-Reduced, 2020 04 0.1 44.4%  0.671[0.55,0.82] — Non-ischemic

DAPA-HF, 2019 -0.34 0.1 44.4%  0.71[0.59, 0.87] ——

SOLOIST-WHF, 2020 -0.13 0.2 11.1%  0.88(0.59, 1.30]

Subtotal (95% Cl) 100.0%  0.71[0.62, 0.81] -

Heterogeneity: Tau? = 0.00; Chi? = 1.46, df = 2 (P = 0.48); I> = 0%

Test for overall effect: Z = 5.15 (P < 0.00001)

Test for subgroup differences: Chi® = 0.03, df = 1 (P = 0.85), I> = 0%

05 o7 s 3 Gager GM et al., Front. Cardiovasc. Med., 2021

Favours SGLT2 inhibitor Favours Control




Effects of SGLT2 inhibition on death and cause&pecific CV
events for patients with and without CV disease at baseline

MACE 12% RR
CV death 17% RR
MI 12% RR

Stroke

HF hospitalization

32% RR
CV Death/HF 24% RR
Death 15% RR

Arnott C et al., JAHA, 20c



