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ACEI
ADR
ARB
ARNI
ASCVD
BNP
CKD

CV
eGFR
EF
ESKD
GLP-1 RA
HF
HFrEF
HFmrEF

HFpEF

Angiotensin converting enzyme inhibitor Intravenous

Adverse drug reaction Ml Myocardial infarction

Angiotensin receptor blocker MRA Mineralocorticoid receptor antagonist
Angiotensin receptor/neprilysin inhibitor MGl Mycotic genital infection
Atherosclerotic cardiovascular disease NYHA New York Heart Association

Brain natriuretic peptide Pt Patient

Chronic kidney disease RAAS Renin angiotensin aldosterone system
Cardiovascular UACR Urine albumin-to-creatinine ratio
Estimated glomerular filtration rate UTI Urinary tract infection

Ejection fraction yo Years old

End stage kidney disease

GLP-1 receptor agonist

Heart failure

Heart failure with reduced ejection fraction

Heart failure with mildly reduced ejection
fraction

Heart failure with preserved ejection fraction



SGLT2 Inhibitors

Agent Dosin Cost Type 2 CV Risk
£ £ (30 days) | Diabetes Reduction

Bexagliflozin 20 mg daily $47.85

Canagliflozin 100-300 mg $580-620 X
Dapagliflozin ~ 5-10 mg daily $241-390 X X
Empagliflozin  10-25 mg daily $595-620 X X
Ertugliflozin 5-15 mg daily $352-360 X

Sotagliflozin* 200-400 mg daily $330-613
*SGLT1 and 2 inhibitor

http://online.lexi.com/  www.goodrx.com



http://online.lexi.com/
http://www.goodrx.com/

Heart Failure




DAPA-HF EMPEROR-Reduced

Population e EF<40% o
 NYHAIL I, or IV .
* Elevated NT-proBNP e

* Receiving HF therapy .
(ACEi/ARB/ARN:I + beta-blocker,
MRA encouraged) .

Intervention  Dapagliflozin 10 mg daily

Comparator Placebo

Placebo

Outcomes  HF hospitalization or CV death: .
16.3% vs 21.2% (p<0.001)
o HF hospitalization: 9.7% vs
13.4% (HR 0.7 (0.59-0.83))
o CVdeath:9.6% vs 11.5% (HR

N Engl J Med. 2019;381(21):1995-2008.

0.82(0.96-0.98))
e UTIL:0.9%vs. 1.2% .

N Engl J Med. 2020;383(15):1413-1424.

Empagliflozin 10 mg daily

EF <40%

NYHAI, I, or IV

Elevated NT-proBNP

Receiving HF therapy (ACEI/ARB/ARNI, beta-
blocker, MRA, diuretic, and ivabradine)

No change in diuretic management for 1 week

HF hospitalization or CV death: 19.4% vs 24.7%

(p<0.001)

o HF hospitalization: 13.2% vs 18.3% (HR 0.69
(0.59-0.81))

o CVdeath: 10.0% vs 10.8% (HR 0.92 (0.75-
1.12))

UTI: 4.9% vs. 4.5%

MGI: 1.7% vs. 0.6%



DAPA-HF

N Engl J Med. 2019;381(21):1995-2008.

Placebo Dapagliflozin
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Subgroup

All patients
Age
=65 yr
>65yr
Sex
Male
Female
Race
White
Black
Asian
Other
Geographic region
Asia
Europe
Morth America
South America
NYHA dass
I
llhor v
LVEF
=Median
=Meadian
NT-proBMP
=Median
=Median
Hospitalization for heart failure
Yes
Mo
MRA at baseline
Yes
Mo
Type 2 diabetes at baseline
Yes
Mo
Atrial fibrillation or flutter on enrollment ECG
Yes
Mo
Main cause of heart failure
Ischemic
Monischemic or unknown
Body-mass index
<30
=30
Baseline eGFR (mlmin/1.73m?)
<60
=60

Dapagliflezin Placebo

(N=2373) (N=2371) Hazard Ratio (95% Cl)

no. of patients/tatal no.
3862373 5022371 —a— 0.74 [0.65-0.85)
1621032 196/998 — - 0.7% [0.63-0.96)
2241341 3061373 —- 0.72 [0.60-0.85)
307/1809 405/1826 — 0.73 [0.63-0.85)
75/564 95545 — = 0.79 (0.59-1.06)
275/1662 3481671 —. 0.73 [0.66-091)
26/122 32/104 — 0.62 [0.37-1.04)
78/552 118/564 -— 0.64 [0.48-0.86)

737 412

77/543 114/553 -—— 0.65 [0.43-0.87)
193/1094 2181060 — = 0.84 [0.69-1.01)
54/335 73/342 e 0.73 (0.51-1.03)
62/401 97416 -_— 0.64 [0.47-0.88)
130/1606 283(1597 —_— 0.63 (0.52-0.75)
196767 213774 —a— 0.50 (0.74-1.09)
222{1230 3071239 —a 0.70 [0.53-0.84)
1641143 1951132 — 0.81 [0.65-0.93)
1001193 155/1179 =—2—— 0.63 (0.43-0.80)
2861179 3471191 — - 0.79 [0.68-0.92)
1951124 2731127 —. 0.67 [0.56-0.80)
1911249 2731244 — e 0.84 [0.69-1.01)
2811696 3611674 — 0.74 [0.63-0.87)
105/677 141657 —_—— 0.74 (0.57-0.95)
2151075 2711064 — 0.75 [0.63-0.30}
1711298 2311307 — 0.73 (0.60-0.88)
103/569 126/559 — = 0.82 (0.63-1.06)
277/1804 376/1812 — 0.72 (0.61-0.84)
2231316 2831358 —— 0.77 [0.65-0.92)
1631057 2131013 [ 0.71 [0.58-0.87)
2531537 320/1533 — 0.73 (0.66-0.92)
127/834 182(538 — = 0.69 [0.55-0.86)
131/362 254964 R 0.72 [0.53-0.86)
1951410 248/1406 — 0.76 [0.63-0.92)
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EMPEROR-

Reduced

A Primary Qutcome
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0.6

0.5+

03+

0.2+
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0.14

B First and Recurrent Hospitalizations for Heart Failure

Hazard ratio, 0.70 (95% Cl, 0.58-0.85)
P=0.001
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—
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Flaceba 1867
Empagliflozin 1863

I I I I
S0 120 270 360 450 540
Days since Randomization

1820 1762 1526 1285 1017 732
1826 1762 1532 1283 1008 732

I T
630 720

437 275
435 72

1
210

135
118

Subgroup

Overall
Baseline diabetes status
Diabetes
Nao diabetes
Age
<683 yr
=65 yr
Sex
Male
Female
Race
White
Black
Asian
Other
Baseline body-mass index
<30
=30
Baseline eGFR (CKD-EPI)
=60
=60
HF hospitalization in <12 mo
No
Yes
Cause of heart failure
Ischemic
Nonischemic
Baseline MYHA class
I
11 or IV
Heart failure physiology
LVEF =30% and NT-proBMP <median
LVEF =30% and NT-proBNP =median
LVEF =305
Baseline use of MRA
Mo
Yes
Baseline use of ARNiI
No
Yes

Empagliflozin Placebo Hazard Ratio (95% CI)
no. of patients with events ftotal no.

3611863 4621867 - 0.75 (0.65-0.86)
200927 265329 = 0.72 (0.60-0.87)
161936 197 {938 = 0.78 [0.64-0.97)
128675 193740 =] 0.71 (0.57-0.89)
2331188 2691127 | 0.78 (0.66-0.93)
294/1426 3531411 = 0.80 (0.68-0.93)

£7/437 109456 —q 0.5% (0.44-0.80)
264/1325 2891304 o 0.88 (0.75-1.04)

24/123 48134 P 0.46 (0.28-0.75)

62(337 93/335 — 0.57 (0.41-078)

5/51 14/53 f | 041 [0.15-1.14)
2261263 3721300 = 0.70 (0.59-0.83)
135/600 140/567 b=t 0.85 [0.67-1.08)
159/969 224360 = 0.67 (0.55-0.83)
202/853 237 /906 = 0.83 [0.69-1.00)
208/1286 285/1293 =] 0.71 (0.60-0.85)
153/577 177574 f—=— 0.79 [0.64-0.95)
207383 236946 = 0.82 (0.68-0.99)
154/880 226/921 =] 0.67 (0.55-0.82)
2201399 2991401 ] 0.71 (0.53-0.84)
141464 163 /466 F— 0.83 [0.66—1.04)

80/653 115/724 —= 0.70 (0.53-0.33)
169/831 249/661 = 0.65 (0.53-079)
108526 97 /475 —— 0.99 [0.76-1.31)
118557 132/512 —— 0.76 [0.59-0.97)
243/1306 33071355 =] 0.75 [0.63-0.88)
310/1523 363/1480 o 0.77 (0.66-0.90)

51/340 93387 ——q 0.64 [0.45-0.89)
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N Engl J Med. 2020;383(15):1413-1424.




DELIVER EMPEROR-Preserved

Population * Stabilized HF + type 2 diabetes * Patients with chronic HF + NYHA class lI-IV
* EF>40% * Chronic HF + EF > 40%
* Inpatient or outpatient at * Elevated BNP or NT-proBNP
randomization, but off IV HF
therapies for =12 hours
* Elevated BNP or NT-proBNP

Intervention Dapagliflozin 10 mg daily Empagliflozin 10 mg daily
Comparator Placebo Placebo
Outcomes ¢ HF hospitalization or CV death: * HF hospitalization or CV death: 6.9/100 pt
16.4% vs 19.5% (p<0.001) years vs 8.7/100 pt years (p<0.001)
o HF hospitalization: 10.5% vs o HF hospitalization: 4.3/100 pt years vs
13.3% (HR 0.77 (0.67-0.89)) 6.0/100 pt years (HR 0.71 (0.60-0.83))
o CV death: 7.4% vs 8.3% (HR o CV death: 3.4/100 pt years vs 3.8/100 pt

0.88 (0.74-1.09)) years (HR 0.91 (0.76-1.09))
e UTL:1%vs. 1% e UTI:9.9% vs. 8.1%
e MGI:2.2% vs. 0.7%

N Engl J Med. 2022;387(12):1089-1098. N Engl J Med. 2021;385(16):1451-1461.



Subgroup

All patients
Age
=72yr
=F2yr
Sex
Female
Male
Race
Asian
Black
White
Other
Geographic region
Europe or Saudi Arabia
Asia
Latin America
Morth America
MNYHA class at enrollment
n
il or v
LVEF at enrollment
=49%
50-59%
=60%
MNT-proBNP at enrollment
=1011 pg/ml
>1011 pgfml
Enrollment during or within 30 days after
hespitalization for heart failure
No
Yes
Type 2 diabetes mellitus at enrollment
No
Yes
Atrial fibrillation or flutter at enrollment ECG
Mo
Yes
Body-mass index at enrollment
<30
=30
Estimated GFR at enrollment
<60 mljmin/1.73 m’
=60 mljmin/1.73 m?
Systolic blood pressure at randomization
=128 mm Hg
=128 mm Hg
Previcus LVEF =40%
Mo
Yes

Dapagliflozin Placebo
no. of patients with events ftatal no.
5123131 610/3132
2471545 306/1604
2651586 3041528
195/1364 24371383
317/17e7 367/1749
97/630 108644
2181 1978
3722214 4613235
22/206 24/185
2611454 3091511
92/ 607 103619
70/602 87/579
89,428 111423
3312314 4112399
181817 138732
207 (1067 2291043
1741133 2111123
131j931 170y360
173/1553 20E/1578
339/1576 4021553
419/2803 4972806
93328 113376
242/1730 2331727
2701401 3171405
285/1803 3391814
2271327 711317
275/1734 3021736
2361395 3081392
28391516 3551554
2231615 2551577
280/ 1568 30071590
232/1563 310/1542
420/2559 491/2553
92572 119579
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0.82 (0.73-0.92)

0.82 (0.69-0.97)
0.1 (0.69-0.96)

0.81 (0.67-0.97)
0.82 (0.71-0.96)

0.51 (0.63-1.21)
1.08 (0.58-2.01)
0.79 (0.63-0.50)
0.83 (D.46-1.48)

0.83 (0.70-0.98)
0.89 (0.67-1.18)
0.78 (0.57-1.07)
0.75 (0.57-1.00)

0.1 (0.70-0.94)
0.80 (0.65-0.98)

0.87 (0.72-1.04)
0.79 (0.65-0.97)
0.78 (0.62-0.98)

0.84 (0.68-1.02)
0.79 (0.63-0.92)
0.82 (0.72-0.94)

0.78 (0.60-1.03)

0.81 (0.68-0.96)
0.83 (0.70-0.97)

0.82 (0.70-0.96)
0.81 (0.68-0.97)

0.89 (0.75-1.04)
0.74 (0.63-0.38)

0.81 (0.69-0.94)
0.54 [0.70-1.00)

0.93 (0.73-1.10)
0.71 (0.60-0.35)

0.84 (0.73-0.95)
0.74 (0.56-0.97)

Hazard ratio, 0.82 (95% Cl, 0.73-0.92)
P<0.001
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EMPEROR-Preserved

No. at Risk
Placebo
Empagliflozin

100 BT Hazard ratio, 0.79 (95% Cl, 0.69-0.90)
P<0.001 Placebo
290 20
80_ L -"- :
15_ .‘l.“....l
g 70 P " Empagliflozin
g 10-]
£ 60
E 50— — ‘.".I-_.---u
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0 3 6 9 12 15 18 21 24 27 30 33 36
Months since Randomization
2001 2883 2786 2706 2627 2424 2066 1821 1534 1278 961 681 400
2997 2928 2843 2780 2708 2491 2134 1858 1578 1332 1005 709 402

N Engl J Med. 2021;385(16):1451-1461.

Subgroup Empagliflozin Placebo Hazard Ratio [35% CI)
no. of patients with events,/total no.

Overall 4152007 51172991 HEH 0.79 (0.69-0.90)
Diabates at baseline

Yes 239/1466 2011472 = = 0.79 (0.67-0.94)

Mo 176/1531 220/1519 = 078 (0.64-0.05)
LVEF at baseline

=509 145005 1937028 = 071 (0.57-0.88)

=50% to <60% 138/1028 173/1030 —m— 0.80 (0.64-0.99)

=603 132/974 1457973 = 087 (0.60-1.10)
Age

<T0yr 134/1066 152/1084 = 0.88 (0.70-1.11)

=70yr 2811931 350/1907 HaH 075 (0.64-0.87)
Sex

Male 2531659 2071653 - 0.81 (0.69-0.06)

Female 162/1338 214/1338 = 0.75 (0.61-0.92)
Race

White 310/2286 370/2256 - 0.81 (0.69-0.04)

Black 24133 28/125 e | 0.73 (0.42-1.25)

Asian 54413 771411 —=— 065 (0.46-0.02)

Other 27/164 16/108 —=— 095 (0.58-157)
BMI at baseline

=30 2231654 103/1642 - 0.74 (0.62-0.88)

=30 192/1343 219/1349 = il 0.85 (0.70-1.03)
Estimated GFR (CKD-EPI) at baseline

=60 mlfminf1.73 m? 152/1493 189/1505 —0— 0.81 (0.65-1.00)

<60 mlfminf1.73 m? 2631504 3211484 = 0.78 (0.66-0.01)
Systolic blood pressure at baseline

<Median 200/1496 240/1474 - 0.76 (0.63-0.01)

=Median 215/1501 262/1517 -u 0.82 (0.68-0.08)
History of atrial fibrillation or atrial flutter

Mo 170/1417 21971427 | 0.78 (0.64-0.95)

Yes 2441576 292/1559 [ 0.78 (0.65-0.03)
Hospitalization for heart failure =12 mo

Mo 2582798 319/2321 HEH 0.81 (0.68-0.05)

Yes 157/609 192/670 =] 0.73 (0.59-0.90)
INYHA class at baseline

n 2752435 36172452 HElH 0.75 (0.64-0.87)

M er v 140/562 1507539 = 0.86 (0.68-1.09)
NT-proBNP at baseline (calculated by

atrial fibrillation/ flutter status)

<Median 126/1477 168/1508 -] 0.76 (0.61-0.96)

=Median 288f1516 34171476 == 0.78 (0.67-0.01)
Uric acid, in thirds, at baseline

=Tl 95/963 147075 = 0.65 (0.50-0.84)

=Tl to<T2 130/1032 133/966 —m 0.92 (0.72-1.17)

=T2 184/970 226/101% [ 081 (0.67-0.08)
Use of ACE-inhibitor, ARB, or ARNI at baseline

Mo 90569 121587 —o—] 0.75 (0.57-0.09)

Yes 325/2428 390/2404 HEH 0.80 (0.69-0.93)
Use of MRA at baseline

No 2331878 306/ 1466 HEH 0.73 (0.62-0.87)

Yes 182/1119 20571125 = 087 (0.71-1.06)

025 050 1.00 200

Empaglifiin Better Placebo Beiter




SOLOIST-WHF

Population ¢ HF hospitalization (no EF cut point) + IV diuretic therapy
* Type 2 diabetes
* Elevated NT-proBNP

Intervention Sotagliflozin 200-400 mg daily
Comparator Placebo

Outcomes * HF hospitalization or CV death: 51.0% vs. 76.3% (p<0.001)
o HF hospitalization/uregent HF visit: 40.4% vs 63.9%
(p<0.001)
o CV death: 10.6% vs 12.5% (p=0.36)
* UTIL:4.8% vs. 5.1%

N Engl J Med. 2021;384(2):117-128.



SOLOIST-WHF

100 p| b No. of
4cebo Subgroup Patients Sotagliflozin Placebo Hazard Ratio (95% CI)
90+ events per 100 patient-yr
Overall 1222 51.0 76.3 —-— 0.67 (0.52—0.85)
80+ LVEF !
ﬂ 70 <50% 966 56.9 79.9 —— 0.72 (0.56-0.94)
- 250% 256 30.6 64.0 —_— 0.48 (0.27-0.86)
E 60— Geographic region i
8 North America or Latin America 346 68.3 103.0 —li— 0.64 (0.43-0.95)
—~ 50 Sotagliflozin Europe 800 441 64.7 S — 0.69 (0.50-0.95)
o Rest of the world 76 48.4 78.3 2 : 0.60 (0.23-1.58)
2 40 Timing of first dose |
'E Before discharge 596 52.1 76.6 + 0.71 (0.51-0.99)
@ 304 After discharge 626 50.0 76.1 — 0.64 (0.45-0.90)
- Sex :
20+ Hazard ratio, 0.67 (95% CI, 0.52-0.85) Female 412 419 52.0 — - 0.80 (0.51-1.25)
10 P<0.001 Male 310 55.7 803 —.l— 0.62 (0.47-0.82)
N Age i
0 <65 yr 364 57.1 711 — 0.79 (0.51-1.23)
T | T T | 1 l
0 3 6 g 12 15 18 2'65 yr 858 43.0 78.5 —.:— 0.62 (0.47-0.82)
Estimated GFR !
Months since Randomization <60 ml/min/1.73 m? 854 50.1 85.8 —— 0.59 (0.44-0.79)
260 ml/min/1.73 m? 368 53.1 58.1 —a— 0.90 (0.58-1.37)
H T T T
No. at Risk 0.25 0.50 10 2.0
Placebo 614 524 416 305 195 100 25 - -
Sotagliflozin 608 540 430 310 209 97 29 Sotagliflozin Better Placebo Better

N Engl J Med. 2021;384(2):117-128.



Chronic Kidney Disease




DAPA-CKD EMPA-Kidney

* eGFR 20-44 mL/min/1.73 m?2 OR 45-89
mL/min/1.73 m2 + UACR = 200

Population

e eGFR 25-75 mL/min/1.73 m?

 UACR 200-5000
e Stable ACEi/ARB dose

Intervention
Comparator

QOutcomes .

Dapagliflozin 10 mg daily
Placebo
=50% decline in eGFR, ESKD, or death from

renal or CV cause: 9.2% vs. 14.5% (p<0.001)

©)

=50% decline in eGFR: 5.2% vs. 9.3%
(HR 0.53(0.42-0.67))

ESKD: 5.1% vs. 7.5% (HR 0.64 (0.50-
0.82))

Renal death: <0.1% vs. 0.3%

CV death: 3.0% vs. 3.7% (HR 0.81 (0.58-
1.12))

* Death from any cause: 4.7% vs. 6.8%
(p=0.01)

N Engl J Med. 2020;383(15):1436-1446.

N Engl J Med. 2023;388(2):117-127.

Placebo

UACR 200-5000
e Stable RAAS inhibitor dose

Empagliflozin 10 mg daily

Progression of kidney disease (=40%
decline in eGFR or ESKD), or death
from renal or CV cause: 13.1 vs. 16.9%
(p<0.001)

o Progression of kidney disease:
11.6% vs. 15.2% (HR 0.71 (0.62-
0.81)

o CVdeath:1.8%vs.2.1% (HR 0.84
(0.60-1.19))

Death from any cause: 4.5% vs. 5.1%
(p=0.21)



DAPA-CKD

A Primary Composite Outcome

249 Hazard ratio, 0.61 (95% Cl, 0.51-0.72)
1004 50 P<0.001
90+ 16 Placebo
X 804
g 704 7]
=
§ of ® .
g sod 4 apagliflozin
g
."3 40+ 0 T T T T T T T 1
S 304 0 4 g 12 16 20 24 28 32
£
L=J 204
104
O | 1 | | | | | 1
0 4 8 12 16 20 24 28 32
Months since Randomization
No. at Risk
Placebo 2152 1993 1936 1858 1791 1664 1232 774 270

Dapagliflozin 2152 2001 1955 1898 1841 1701 1288 831 309

N Engl J Med. 2020;383(15):1436-1446.

Subgroup

All participants
Age
=65 yr
=65 yr
Sex
Male
Female
Race
White
Black
Asian
Other
Geographic region
Asia
Europe
North America
Latin America
Type 2 diabetes
Yes
No
Estimated GFR
=45 ml/min/1.73 m?
=45 ml/min/1.73 m?
Urinary albumin-to-creatinine ratio
=1000
=1000
Systolic blood pressure
=130 mm Hg
=130 mm Hg

Dapagliflozin Placebo
no. of participants/total no.
197/2152 312/2152
122/1247 191/1239

75/905 1217913
1261443 209/1436
71/709 103/716
110/1124 174/1166
7/104 14/87
53/749 77/718
27/175 47/181
50/692 69/654
57/610 89/623
35/401 69/412
55/449 85/463
152/1455 229/1451
45/697 83/701
152/1272 217/1250
45/880 95/902
44/1104 84/1121
153/1048 228/1031
46/793 96/749
151/1359 216/1403

Hazard Ratio (95% Cl)

Dapagliflozin Better

0.61 (0.51-0.72)

0.64 (0.51-0.80)
0.58 (0.43-0.77)

0.57 (0.46-0.72)
0.65 (0.48-0.88)

0.62 (0.49-0.79)
0.33 (0.13-0.81)
0.66 (0.46-0.93)
0.54 (0.33-0.86)

0.70 (0.48-1.00)
0.60 (0.43-0.85)
0.51 (0.34-0.76)
0.61 (0.43-0.86)

0.64 (0.52-0.79)
0.50 (0.35-0.72)

0.63 (0.51-0.78)
0.49 (0.34-0.69)

0.54 (0.37-0.77)
0.62 (0.50-0.76)

0.4 (0.31-0.63)
0.68 (0.56-0.84)

Placebo Better




EMPA-Kidney

30+
Placebo
100
20+
E 90+
o 304
=
€ 704
; 10
5 60 Empagliflozin
S 50
o
%S 404
o 0 T T T T 1
oo -
E 30 0 0.5 1.0 1.5 20 25 Placebo
ﬂ 20+ Hazard ratio, 0.72 (95% Cl, 0.64-0.82)
& 104 P<0.001 .
Empagliflozin
0 T T T T 1
0 0.5 1.0 1.5 20 2.5
Years of Follow-up
No. at Risk
Placebo 3305 3250 3129 2243 1496 592
Empagliflozin 3304 3252 3163 2275 1538 624

Subgroup

Diabetes mellitus
Present
Absent
Estimated GFR
<30 ml/min/1.73 m?
=30 to <45 ml/min/1.73 m?2
=45 ml/min/1.73 m?
Urinary albumin-to-creatinine ratio
<30
=30 to <300
=300
All patients

Empagliflozin Placebo

no. of patients with event /total no.

218/1525  306/1515
214/1779  252/1790
247/1131  317/1151
140/1467 1751461
45/706  66/693
42/665  42/663
67/927  78/937
3231712 438/1705
432/3304  558/3305

Hazard Ratio for Progression of Kidney Disease
or Death from Cardiovascular Causes (95% Cl)

T
1.5

Empagliflozin Better

Placebo Better

N Engl J Med. 2023;388(2):117-127.

0.64 (0.54-0.77)
0.82 (0.68-0.99)

0.73 (0.62-0.86)
0.78 (0.62-0.97)
0.64 (0.44-0.93)

1.01 (0.66-1.55)
0.91 (0.65-1.26)
0.67 (0.58-0.78)
0.72 (0.64-0.82)




Population ¢ Type 2 diabetes+ Al1c=7%
* eGFR 25-60 mL/min/1.73m?
* =1 major CV risk factor if 2 18 yo OR = 2 minor CV risk factors if 2 55 yo

Intervention Sotagliflozin 200-400 mg daily

Comparator Placebo

Outcomes ¢ CV death, HF hospitalization, urgent HF visit: 400/100 pt years vs. 530/100 pt
years (p<0.001)
o HF hospitalization/urgent HF visit: 245/100 pt years vs. 360/100 pt years
(p<0.001)

o CV death: 155/100 pt years vs. 170/100 pt years (p=0.35)

e UTIL:11.5vs.11.1% (p=0.45)

e MGI:2.4% vs. 0.9% (p<0.001)

* Diarrhea: 8.5% vs. 6.0% (p><0.001)

N Engl ) Med. 384(2):129-139.



Other Considerations




Adverse Effects

Proven Debunked

> UTI » Bone fracture

» MG » Acute kidney injury
» Hypotension » Ketoacidosis

» Volume depletion » Amputations

» Weight loss » Hypoglycemia

» Symptomatic hypotension

Int J Cardiol. 2022;366:51-56. J Am Heart Assoc. 2024;13(3):e031805. BMJ Open. 2019;9(1):e022577.



Mycotic Genital and Urinary Tract Infections

» Low occurrence ratein clinical trials

» Occurrence most common in first 3-6 months of use

» Clinical trials

> UTl:1-10% Class effect?
» MGI: 1-2%

» 2022 meta-analysis of SGLT2 inhibitors in HF
» MGI: 1.9% vs. 0.6% (OR 2.97 (2.02-4.36))

» UTI:OR1.18 (1.02-1.36)

Dose dependent?

Benefit >>> Risk

Int J Cardiol. 2022;366:51-56. J Card Fail. Published online April 25, 2024.



. History of MGl or UTI -

Risk factors for MGI/UTI

Considerations AN
Before Initiation i
e Diabetes
e Prior MGI

e Lack of urinary hygiene
e Other urologic conditions

l Counseling -



MGI/UTI RISK FACTOR ASSESSMENT

|

Active MGI/UTI

Recurrent MGL/UTI
YES ‘ ADPKD -l NO

UNCOMPLICATED

nor

CONTINUE SGLT2i
Treat MGI/UTI

\liFmU'H

STOP SGLT2i
Treat MGI/UTI

*See Figure 2 for list of MGI/UTI risk factors associated with SGLT2i use

INITIATE
DO NOT SGITE
INITIATE
Assess and
Mitigate
Risks™*
Active MGI/UTI:
Initiate after trestment
Recurrent MGI/UTI:
Reassess after specialist input
MGI/UTI
DIAGNOSIS

COMPLICATED

P G D =

PLAN FOR REINITIATION:

Re-evaluate all risk factors.
Optimize all modifiable risk.

Re-educate about proper hygiene.

Practice shared decision making.

MGI/UTI Initiation and Continuation

J Card Fail. Published online April 25, 2024.

Can consider
changing agent if

UTI/MGI occurs




eGFR (mL/min/1.73m?)

Bexagliflozin <30
Canagliflozin <25-30
Dapagliflozin <25
Empagliflozin <20
Ertugliflozin <45
Sotagliflozin <15-25
eGFR Cut Point

http://online.lexi.com/



http://online.lexi.com/

M Recommendation for SGLT2 Inhibitor

High risk of ASCVD, HF, or CKD

. . HFrEF or HFpEF
American Diabetes

Association Standards of

- i 2
Care (2024) CKD (eGFR 20-60 mL/min/1.73m<)

Established ASCVD

KDIGO Clinical Practice Type 2 diabetes + eGFR = 20

Guideline for the Evaluation
and Management of Chronic

Kidney Disease (2024) eGFR 20-45 + UACR <200

eGFR =20 + UACR = 200 OR heart failure

Guideline Recommendations

Diabetes Care. 2024;47(Suppl 1):S158-S178. Diabetes Care. 2024;47(Suppl 1):S179-S218.
Diabetes Care. 2024;47(Suppl 1):S219-S230. Kidney Int. 2024;105(4S):S117-S314.

Rationale
Reduce CVD and CKD risk
Prevent HF hospitalization

Prevent progression of CKD
Reduce CV events
Reduce HF hospitalization

Reduce CV events
Prevent progression of CKD

Prevent progression of CKD
Prevent HF hospitalization

Prevent progression of CKD



Additional Guideline Statements

L

ADA KDIGO

Glycemic benefit reduced with eGFR <45 Can continue SGLT2 inhibitor if eGFR < 20 if
eGFR < 30: consider GLP-1 RA tolerated
GLP-1 RA can be combined with SGLT?2 inhibitor Hold SGLT2 inhibitor during prolonged fasting,
for additive CV event reduction and kidney event surgery, or critical illness

reduction

Diabetes Care. 2024;47(Suppl 1):S158-S178. Diabetes Care. 2024;47(Suppl 1):S179-S218.
Diabetes Care. 2024;47(Suppl 1):S219-S230. Kidney Int. 2024;105(4S):S117-S314.




M Recommendation for SGLT2 Inhibitor Rationale

HFrEF

e Stage Aif type 2 diabetes, ASCVD, or ¢ Prevent HF hospitalization
high risk of ASCVD
AHA/ACC/HFSA * Reduce mortality and
Guideline for the * Stage C - all patients prevent HF hospitalization
Management of Heart Reduce mortality and prevent
Failure (2022) HFmrEF

HF hospitalization

Reduce mortality and prevent

HF hospitalization
\

HFpEF

Guideline Recommendations

Circulation. 2022;145(18):e895-e1032.



Considerations

Generally well
tolerated

Initiate early in
patients with
Indications

Should be 18t line
option for type 2

diabetes, heart
failure, and CKD

Patient assistance
programs available

Agent of choice
depends on
indication and
patient access

Monitor ADRs and
renal function




SGLT2 Inhibitors:
Expanding Therapeutic Niche in Clinical Practice
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