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La revista BMJ Open ha ©publicado una revisidén sistematica vy
metandlisis de ensavos clinicos sobre eficacia v seguridad de 1los

inhibidores del cotransportador de sodio—glucosa-2 (1SGLT2) en
insuficiencia cardiaca e insuficiencia renal, en pacientes sin
diabetes. Se analizan cuatro ensayos <clinicos aleatorizados que

incluyeron 8.927 pacientes la mayoria de los cuales tenian
insuficiencia cardiaca crdénica y la mitad de ellos enfermedad renal
crénica.

Los estudios evaluaron seis variables de eficacia comparando los
iSGLT-2 frente a placebo, obteniéndose los siguientes resultados:

1- Variable compuesta por muerte cardiovascular més hospitalizacidn
por insuficiencia cardiaca (RR: 0,79; IC95%: 0,71 a 0,87; evidencia
moderada) .

2— Muerte cardiovascular (RR: 0,85; IC95 %: 0,74 a 0,99; evidencia
moderada) .

3- Hospitalizacidén por insuficiencia cardiaca (RR: 0,72; IC95 %: 0,62
a 0,82; evidencia moderada) .

4- Mortalidad por cualquier causa (RR: 0,88; IC95%: 0,77 a 1,01;
evidencia muy baija).

5- Variable compuesta por: reduccidén 250 % en el indice de filtracidn
glomerular, mads enfermedad renal en etapa terminal o muerte renal (RR:
0,64; CI9%: 0,48 a 0,85; evidencia baja).

6- Tasa de cambio anual en el indice de filtracidén glomerular (GFR
ml/min/1.73 m 2/afio) expresada como la diferencia media (MD: 0,99;
IC95%: 0,59 a 1,39; evidencia moderada) .

Los resultados de seguridad indicaron gque los 1SGLT-2 redujeron el
riesgo de eventos adversos graves e insuficiencia renal aguda
(evidencia moderada); pero aumentaron el riesgo de infeccidén urinaria
e infeccidén genital (evidencia baja), mientras que no hubo diferencias
en cuanto a: abandonos por efectos adversos, amputacidén, fractura,
hipoglucemia, cetoacidosis o hipovolemia.

Los autores concluyen dque, en estos pacientes, los 1iSGLT-2 redujeron
la morbimortalidad cardiovascular vy renal, aungue con un ligero
aumento de riesgo de infecciones genitales y del tracto urinario.
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A continuacidén se reproducen las representaciones graficas de los
resultados de eficacia y seguridad.
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A Composite cardiovascular outcome of cardiovascular death or hospitalization

for heart failure
SGLT2 inhibitor Placebo Weight  Waight
Study Events Total Events Total Risk Ratio RR 95%-ClI (common) (random)
Petrie et al 2020 (DAPA-HF) 169 1208 227 1307 0.75 [0.62;0.90] 34.1%  33.1%
Anker et al 2021 (EMPEROR-Reduced) 161 936 197 938 0.82 [0.68;0.99] 20.7%  31.8%
Wheeler et al 2021 (DAPA-CKD) 15 697 19 701 0.79 [0.41;1.55) 2.9% 2.5%
Filippatos et al 2022 (EMPEROR-Preserved) 176 1531 220 1519 - 079 066,096  333%  326%
Common effect model 4462 4465 - 0.79 [0.71; 0.87] 100.0% -
Random effects model - 0.79 [0.71; 0.87) - 100.0%
Heterogeneity: i = 0%, 1 = 0, p = 093 f
0.5 1 2
Favored SGLT2 inhibitor Favored Placebo
B Cardiovascular death
SGLT2 inhibitor Placebo Weight  Weight
Study Events Total Events Total Risk Ratio RR  95%-Cl (common) (random)
Petrie et al 2020 (DAPA-HF) 106 1208 125 1307 IJ 085 [067:1.09) 357%  36.1%
Anker et al 2021 (EMPEROR-Reduced) 83 936 89 938 - 0.93 [0.70: 1.24] 255% 271%
Wheeler et al 2021 (DAPA-CKD) 9 697 14 701 - 0685 [0.28; 1.48] 4.0% 32%
Filippatos et al 2022 (EMPEROR-Preserved) 99 1531 121 1519 —H 081 [063;1.05]  348% 336%
Common effect model 4462 4465 g 0.85 [0.73; 0.99]  100.0% -
Random effocts model - 0.85 [0.74; 0.99] - 100.0%
Heterogeneity: 1 = 0%, * = 0, p = 0.81 ’ !
0.5 1 2
Favored SGLT2 inhibitor Favored Placebo
C Hospitalization for heart failure
SGLT2 inhibitor Placebo Weight  Weight
Study Events Total Events Total Risk Ratio RR 95%-Cl (common) (random)
Petrie et al 2020 (DAPA-HF) 93 1298 146 1307 —ilH— 0.64 [0.50:0.82) 34.3% 8%
Anker et al 2021 (EMPEROR-Reduced) 106 936 141 938 0.75 [0.60;0.95] 332%  355%
Filippatos et al 2022 (EMPEROR-Preserved) 104 1531 137 1519 L 0.75 [0.59:0.96] 324%  327%
Common effect model 3765 3764 o 0.71 [0.62; 0.82] 100.0% -
Random effects model ——— 0.72 [0.62; 0.82] - 100.0%
Heterogeneity: I° = 0%, ©* = 0, p = 0.58
075 1 15
Favored SGLT2 inhibitor Favored Placebo
D All-cause mortality
SGLT2 inhibitor  Placebo Weight  Weight
Study Events Total Events Total RR 95%-Cl (common) (random)
Petrie et al 2020 (DAPA-HF) 133 1298 151 1307 0.89 [0.71;1.11] 39.1%  39.2%
Wheeler et al 2021 (DAPA-CKD) 17 697 33 701 ——e—r" 052 [0.29;0.92) 8.5% 5.7%
Filippatos et al 2022 (EMPEROR-Preserved) 188 1531 201 1519 093 [0.77:1.12) 524%  55.0%
Common effect model 3526 3527 0.88 [0.76; 1.01]  100.0% -
Random effects model 0.88 [0.77; 1.01] - 100.0%

Heterogeneity: I° = 44%, « < 0.0001, p =0.17

0.5 1 2
Favored SGLT2 inhibitor Favored Placebo

E Composite renal outcome of 50% or greater reduction in estimated glomerular
filtration rate, end-stage kidney disease, or renal death

Study

Petrie et al 2020 (DAPA-HF)

Anker et al 2021 (EMPEROR-Reduced)
Wheeler et al 2021 (DAPA-CKD)

Filippatos et al 2022 (EMPEROR-Preserved)

Common effect model
Random effects model

SGLT2 inhibitor  Placebo Weight  Waeight
Events Total Events Total Risk Ratio RR 95%-Cl (common) (random)
10 1208 15 1307 ——@—|— 067 [0.30;149]  10.5%  124%
8 93 19 938 - 042 [0.19;0.96]  134%  11.7%
39 697 70 701 056 [0.38;0.82]  49.2%  438%
33 1531 38 1519 - 086 [0.54;1.37]  269%  322%
4462 4465 - 0.63 [0.49;0.82]  100.0% -
- 0.64 [0.48; 0.85) - 100.0%
] ] i 1

Heterogeneity: I = 2%, * = 0.0135, p = 0.38

0.2 05 1 2 5
Favored SGLT2 inhibitor Favored Placebo

F Annual rate of change in estimated glomerular filtration rate (ml/min/1.73

m?/year)

SGLT2 inhibitor Placebo

Study Total Mean

Petrie et al 2020 (DAPA-HF)
Anker et al 2021 (EMPEROR-Reduced)
Wheeler et al 2021 (DAPA-CKD)

Filippatos et al 2022 (EMPEROR-Preserved) 1481
‘Commeon effect model 4412
Random effects model

Heterogenaity: I” = 47%, ¢ = 0.0806, p =0.13

1298 -0.93 7.4445 1307 -2.31 7.4703
936 -045 98285 938 -1.72 9.8285
697 -297 52802 701 -3.43 52953

SD Total Mean SD Mean Difference MD

0.48 [-0.09;

-2 A ] 1 2
Favored Placebo Favored SGLT2 inhibitor

Weight Weight

18— 138 [081:195) 2
—a—— 127 [0.38:2.16]

1.01) 2

95%-Cl (common) (random)

28%  25.4%
94%  14.7%
4.3%  26.3%

1,26 57762 1496 -2.24 57762 M- 098 [057:139]  434%  336%
4442 - 097 [0.70;1.25]  100.0% =
—== 0.9 [0.59;1.39] ~ 100.0%
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Figure 2. BMJ Open 2022;12:e060655. doi:10.1136/bmjopen-2021-060655
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A Any serious adverse event

SGLT2 inhibitor Placebo Weight  Weight
Study Events Total Events Total Risk Ratio RR 95%-Cl (common) (random)
Petrie et al 2020 (DAPA-HF) 448 1205 481 1305 7?.* — 0.94 [0.85; 1.04] 26.1% 23.9%
Anker et al 2021 (EMPEROR-Reduced) 375 936 439 937 - 0.86 [0.77;0.95) 23.9% 236%
Wheeler et al 2021 (DAPA-CKD) 150 696 167 699 ——&—t— 0.90 [0.74; 1.10) 9.1% 6.8%
Filippatos et al 2022 (EMPEROR-Preserved) 704 1531 745 1518 i B 094 [087;101]  408%  457%
Common effect model 4458 4459 - 0.91 [0.87;0.96]  100.0% -
Random effects model —— 0.91 (0.87; 0.96) ~ 100.0%
Heterogeneity: I* = 0%, ©* =0, p = 052 1

0.8 1 125

Favored SGLT2 inhibitor Favored Placebo

B Discontinuation of the study drug due to adverse event

SGLT2 inhibitor

Study

Events Total Events Total

Placebo

Risk Ratio

RR

eight

Weight

Weig|
95%-Cl (common) (random)

Petrie et al 2020 (DAPA-HF) 68 1205 59 1305 116 (083163  11.7%  109%
Anker et al 2021 (EMPEROR-Reduced) 147 936 152 937 097 [079;1.19]  302%  292%
Wheeler et al 2021 (DAPA-CKD) 36 696 29 699 125 (0.77:201) 57%  55%
Filippatos et al 2022 (EMPEROR-Preserved) 281 1531 263 1518 106 [0.91:1.23]  524%  54.3%
Common offoct model 4458 4459 1.05 [0.94;1.18)  100.0% -
Random offocts modol 1.05 [0.94; 1.18) = 100.0%
Heterogeneity: I* = 0%, 1* = 0, p = 0.70
05 1 2
Favored SGLT2 inhibitor Favored Placebo
C Amputation
SGLT2inhibitor  Placobo Woight  Weight
Study Events Total Events Total Risk Ratio RR 95%-Cl (common) (random)
Petrie et al 2020 (DAPA-HF) 11295 31305 —K|— 034 [0.03; 323)  309% 327%
Anker et al 2021 (EMPEROR Reduced) 1 936 1 937 133%  21.8%
Wheeler et al 2021 (DAPA-CKD) 0 69 1 899 200%  16.4%
Filippatos et al 2022 (EMPEROR-Preserved) 11531 2 1518 268% 29.1%
Common effoct model 4458 4459 — 0.47 [0.13; 1.66]  100.0% -
Random effects model - 0.48 [0.13; 1.74) -~ 100.0%
Heterogeneity: I°=0%. ©*=0,p = 0.94
01 0512 10
Favored SGLT2 inhibitor Favored Placebo
D Fracture
SGLT2 inhibitor  Placebo Weight  Weight
Study Events Total Events Total Risk Ratio RR 95%-Cl (common) (random)
Petrie et al 2020 (DAPA-HF) 27 1295 25 1305 —— 109 [0.64;1.86)  423%  402%
Anker etal 2021 (EMPEROR-Reduced) 25 936 16 937 —————— 156 [0.84;291]  272% 302%
Wheeler et al 2021 (DAPA-CKD) 20 696 18 699 i 112 [0.60:209)  305% 206%
Common effect model 2927 2941 ———— 100.0% -
Random effects model ——— - 100.0%
Heterogeneity: I =0%, < =0, p = 0.65.
05 1 2
Favored SGLT2 inhibitor Favored Placebo
E Volume depletion
SGLT2 inhibitor Placebo Weight  Weight
Study Events Total Events Total Risk Ratio RR 95%-Cl (commeon) (random)
Petrie et al 2020 (DAPA-HF) 94 1205 79 1305 - 120 [090;160]  227%  258%
Anker et al 2021 (EMPEROR-Reduced) 94 936 100 937 4 094 [072;1.23]  288% 280%
Wheeler et al 2021 (DAPA-GKD) 35 696 19 699 ———e—— 185 [1.07:320] 55%  109%
Filippatos et al 2022 (EMPEROR-Preserved) 195 1531 149 1518 —.— 1.30 [1.06; 1.59) 43.1%  353%
Common effect model aas8 4459 - 120 [1.05;1.38)  100.0% =
Random effects model K = 100.0%
Heterogeneity: I° = 51%, ©* = 0.0197, p = 0.10
05 1 2
Favored SGLT2 inhibitor Favored Placebo
F Acute renal failure
SGLT2 inhibitor Placebo Woeight  Weight
Study Events Total Events Total Risk Ratio RR 95%-C| (common) (random)
Petrie et al 2020 (DAPA-HF) 62 1205 78 1305 —W—1— 0.80 [0.58; 1.11] 208%  19.9%
Anker et al 2021 (EMPEROR-Reduced) 77 93 94 937 —1—— 082 [062:1.00]  251%  254%
Wheeler et al 2021 (DAPA-CKD) 34 40 699 —————i—f— 085 [055,1.33)  10.7%  106%
Filippatos et al 2022 (EMPEROR-Preserved) 133 1531 162 1518 + 081 (065,101  435% 44.1%
Common effect model 2458 4459 ——— 0.82 [0.71;094]  100.0% =
Random effects model | 0.82 [0.71; 0.94) - 100.0%
Heterogeneity: I = 0%, 1* =0, p = 1.00
075 1 15
Favored SGLT2 inhibitor Favored Placebo
G Urinary tract infection
SGLT2inhibitor  Placebo Weight  Weight
Study Events Total Events Total Risk Ratio RR  95%-Cl (common) (random)
Anker et al 2021 (EMPEROR-Reduced) 39 938 34 937 —f.— 115 [0.73;1.80]  226% 207%
Wheeler et al 2021 (DAPA-CKD) 6 696 4 699 et 151 [0.43; 6. 27%  27%
Filippatos et al 2022 (EMPEROR-Preserved) 149 1531 112 1518 I 132 [104:167]  748%  766%
Common effect model 3163 3154 - 129 [1.05;1.58)  100.0% -
Random effects model - 1.29 [1.05; 1.58) - 100.0%
Heterogeneity: I” = 0%, £* =0, p =084
02 05 1 2 5
Favored SGLT2 inhibitor  Favored Placebo
H Genital infection
SGLT2 inhibitor Placebo Weight  Weight

Study Events Total Events Total Risk Ratio RR 95%-Cl (common) (random)
Anker et al 2021 (EMPEROR-Reduced) 13 936 8 937 - 163 (068; 391]  484%  44.9%
Wheeler et al 2021 (DAPA-CKD) 0 696 0 699 e 1.00 (0.02; 50.54) 30%  37%
Filippatos et al 2022 (EMPEROR-Preserved) 30 1531 8 1518 372 (1.71: 8.08)  486% 514%
Common effect model 3163 3184 - 2.62 [1.49; 462]  100.0% -
Random effects model — 2.44 [1.14; 5.25) - 100.0%
Heterogeneity: I = 6%, «* = 0.1389, p =0.34
01 0512 10

Favored SGLT2 inhibitor Favored Placebo
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Figura 3. BMJ Open 2022;12:e060655. doi:10.1136/bmjopen-2021-060655
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