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Dapagliflozin
BIGE A 12 1B B s
202145E8 A

B7IbAL

1.04[0. 89, 1. 122]

0. 85[0. 77, 0. 93] p=0. 0004
0.78[0.67,0.92]

0. 61(0. 53-0. 70)
0.76(0. 67-0. 87)
0.73(0. 67-0. 79)
0.70(0.59-0.82)

0.81(0.63-1.04)
0.5% vs 0.7%, p=0.11

+DAPA-CKD

e PR

MIE7 2+

ys N
TGOS Green, 2015 sitagliptin 0o %08
) . 0. 96 [upper

DPP4 EXAMINE White, 2013 alogliptin | ey 1 16]
Bﬂ%% SAVOR-TIMI53 Scirica, 2013 saxagliptine 1.00[0. 89, 1. 12]
CARMEL INA R°sez’gs1t9°°k' linagliptine 1.02[0.89,1.17]

REWIND Gerstein, 2019 duraglutide
QLp-1= LEADER Marso, 2016 liraglutide 0.87 [0.78,0.97]
% SUSTAIN-6 Marso, 2016 semaglutide 0.74 [0.58, 0.95]
<1y Ny d ELIXA Pfeffer, 2015  lixenatide 1.02 [0.89, 1.17]
:f‘Z EXSCEL Holman, 2017 exenatide 0.91 [0.83, 1.00]

— HARMONEY o
Hernandez2018 albiglutide® 0.78 [0.68, 0.90]

outcome
PIONEER 6  Hussain, 2019 se"'(aogr'ault)'de 0.79[0.57, 1. 11]
EMPAREG  \orner, 2016 empagliflozin 0.86[0.74, 0.99]
outcome

DECLARE-TIMI58 Wiviott, 2019 dapagliflozin 0.83[0.73, 0.95]
SGLT2[H CA”VAS/RCANVAS' Neal. 2017  canagliflozin 0.86[0.75, 0.97]

§¥ CREDENGE Perkovic, 2019 canagliflozin
VERTIS Cannon, 2020 Erthgliflozin* 0.97[0.85, 1.11]
SCORED Bhatt, 2021 sotagliflozin* 0.74[0.63, 0.88]
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« Evidence based medicine (EBM) D& R hHfES s, EHER (Y7ILT7—IL
K) Tl%. Evidence practice gap (EPG) MEFEET B,

Liang L : Health Affairs (Millwood) 26(2): 119-21, 2007

¢« HA FSAVICEBRREIZHR>T-2EERKIZTHTHY ., ELXNDEMEROHA F
FAVICEKHDTRELRIESDENH S,

Grol R: Med Care 39(8 Suppl 2): 46-54, 2001

EBM’“‘.&?E;‘EE% (Medical information distribution service; Minds) ©
. BBHALFSA VOFMOBEENTINATINS,

JSH2014 8 L U2019D EHMERDOEHAE - IDR—gE: ME 22(4): 318-323, 2015.
(FHRNRAEEZS, AERTAREES) - M SRIKESRE 71845:7, 2015
- IN—HE, f:mE 23(7): 511-516, 2016

+ Kobayashi K, et al.: Glin Exp Hypertens 39(8): 705-10, 2017
« Kobayashi K, et al.: Hypertension Res: 2021. in press

CKD??ﬁIZEﬁ?éﬁfELE?@? Vr—bERE . ik BATRESE 602 141-148, 2018
(Eﬂiﬁﬁﬂilﬂﬂﬁﬁ'%ﬁ;ﬁ%ﬁ%ﬁﬁw) » Tatematsu M, Kobayashi K, et al.: Clin Exp Nephrol 25(10): 1093-1102, 2021
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« EMPRISE (EMPagliflozin compaRative effectIveness and SafEty)

- EMPAREG OUTCOME trial ®##HIERHHEDEE ST

- Sitagliptin& L& L50% DA 24 (HR 0.50 (95% CI 0.28-0.91))

Patorno, et al.: Circulation 139:2831-2834, 2019
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« The GVD-REAL study
« Canagliflozin 53%, Dapagliflozin 42%, Empagliflozin 5%

- fhomPERETRELEREL, 0F£ HR 0.61 (95% CI 0.51-0.73)
5T HR 0.49 ( 95% CI 0.41, 0.57)
Kosiborod M, et al.:Circulation 136(3) :249-259, 2017

A Composite kidney events
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Others diabetes drugs
SGLT?2 inhibitors
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Log-rank test P<0.001

S
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composite kidney events (%)

Cumulative in
o

O_
T T T T T
0 6 12 18 24

Follow-up (Months)
Others 1033 1024 849 671 496

SOLT2E 10331028 900 22 557 Nagasu et al., Diabetes Care 44: 1-10, 2021
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Baseline Characteristics

SGLT-2i (N=235,064) oGLD (N=235,064) Standardized Difference
Age, years, mean (3D) 57 (12) 5T (13) 04%
Women 105,843 (45) 106,863 (46) 0.9%
Established cardiovascular disease’ 59.222 (27) 56,576 (26) 2.1%

Acute myocardial infarction T624(3) 14193 04%
Unstable angina 12480 (6) 12,235 (6) 0.5%

Heart failure 15,151(7) 14741(7) 0.7%
Atrial fibrillation 6,026 (3) 5,843 (3) 0.5%
Stroke 20983 (10) 20453 (9) 3%
Peripheral arterial disease 2446(1) 2,384 (1) 0.3%
Microvascular disease! 116,370 (33) 114,630 (52) 16%
Chronic kidney disease 4211 (2) 4012 0.6%

Baseline characteristic, n (%)

“Myocardial infarction, unstable anging, stroke, heart failure, transient ischemic attack, coronary revascularization or occlusive peripheral artery dissase; tdiabstic mono-/polymeuropathy, disbetic eye

mrrmnlianbiomn dimhebn fnntinmunhee] cemimneth aw diabefin lides dinnemas

J-CKD database®fZed—4i

Table 1—Clinical characteristics at index date after propensity score

SGLT-2 inhibitor group Other glucose-lowering drugs Standardized mean

Characteristics (n = 1,033) group (n = 1,033) difference (%)
Age, years 64.0 £ 115 64.9 £12.4 6.9
Women 389 (37.7) 388 (37.6) 0.2
Hemoglobin A;., % 78+12 77+15 6.7
Hemoglobin A;.;, mmol/mol 62.0 + 13.1 60.9 + 16.7 6.7
eGFR, mL/min/1.73m> 68.2 £ 17.2 68.0 £ 19.1 1.4
eGFR =60 mL/min/1.73m* 751 (71.7) 766 (74.2) 33
eGFR <60 mL/min/1.73m’ 282 (27.3) 267 (25.8) 33
eGFR 45-59 mL/min/1.73m? 179 (17.3) 143 (13.8) 9.6
eGFR <45 mL/min/1.73m? 103 (10.0) 124 (12.0) 6.5
Rate of eGFR change prior to index,

mL/min/1.73 mzlyear —1.3+£5.0 —11+95 2.9
Proteinuria 294 (28.5) 284 (27.5) 22
Glucose-lowering medications

Canagliflozin 128 (12.4) 0

Dapagliflozin 201 (19.5) ]

Empagliflozin 210 (20.3) []

Ipragliflozin 214 (20.7) 1]

Luseogliflozin 178 (17.2) (1]

Tofogliflozin 102 (9.9) [

Metformin 559 (54.1) 560 (54.2) 0.2

DPP-4 inhibitor 703 (68.1) 737 (71.3) 7.2

Sulfonylurea 255 (24.7) 258 (25.0) 0.7

Insulin 206 (19.9) 219 (21.2) i)

GLP-1 receptor agonist 15 (1.5) 13 (1.3) 17

Thiazolidinedione 159 (15.4) 164 (15.9) 13

Others 168 (16.3) 190 (18.4) 56
Blood pressure—lowering medications 673 (65.2) 642 (62.1) 6.2

ACE inhibitor 76 (7.4) 62 (6.0) 5.4

ARB 396 (38.3) 408 (39.5) 2.4

Calcium channel blocker 415 (40.2) 408 (39.5) 14

Diuretics 106 (10.3) 100 (9.7) 19

B-Blocker 114 (11.0) 114 (11.0) 0.0

A-Blocker 63 (6.1) 63 (6.1) 0.0

Statins 467 (45.2) 472 (45.7) 1.0

Data are means + SD or n (%). A standardized difference >10% is considered a nonnegligible difference. Other glucose-lowering medications
include acarbose and epalrestat. Diuretics include thiazide diuretics and aldosterone antagonists. GLP-1, glucagon-like peptide 1.

Nagasu et al., Diabetes Care 44: 1-10, 2021
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Proportion of participants with
reduced kidney function (%)
o
o

30 259 232 234 29 216 2%
20 15.6* 16.4
- 9.3
(S INGR—BE, MME 22:923-928, 2015
CARMELINA® SAVOR-TIMI 53' EXAMINE" TECOS* EMPA-REG ELIXA™ LEADER" SUSTAING" CANVAS* CANVAS-R* EXSCEL"
(Linagiptin) _ (Saxagiptin)  (Alogiptin)  (Stagiptin)  OUTCOME®™  (Lixisenatide)  (Liraglutide) (C: (Exenatide QW)
n = 6980 n= 16492 = 6068 n =9340 n=3207 n=4330 n=5811 n= 14752

n=14671 (Empagifiozin) n
n=7020
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« EMPRISE (EMPagliflozin compaRative effectIveness and SafEty)

- EMPAREG OUTCOME trial f#EMBARDLE DI+

- Sitagliptin& L& L50%10AF 24 (HR 0.50 (95% CI 0.28-0.91))

Patorno, et al.: Circulation 139:2831-2834, 2019
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« The GVD-REAL study
« Canagliflozin 53%, Dapagliflozin 42%, Emp
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Log-rank test P<0.001

T T T T T
0 6 12 18 24
Follow-up (Months)
Others 1033 1024 849 671 496

SGLT2 1033 1o 9002557 Nagasu et al., Diabetes Care 44: 1-10, 2021
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Clinical question: SGLT2MAFEIRXS TMENEBET T AINLBREFEANHI D TITLZELIVHI?
(Hypertension Paradoc) B2 DRHNDLEBLZD TIXIZLIN?)

Research question: SGLT2AFXEEBETHMEEENETNIITREEAIXTY EILENEZN?

P SGLT2EE XX 5hDCKDE 6 2 B HEFR% BE (62441)
E SGLT2AEFEEZSERFHMmEMAP < 92mmHg
C SGLT2REFZEZE5ERFHMEMAP = 92mmHg
0 BESARVE; PILIT S URKIMETE-(1XeGFR 15%/ FE0FE A
[77i&]) SGLT2E S HMAP 92mmHesk it SGLT2{Z 5. 4#MAP 92mHesk
N=280 N=201
seuzlsﬂ%aéé%f}ém:cm AR 27 & AT
IXYFT
SGLT24& 5. 4MAP 92mmHg A E SALT2{Z 54MAP 92mmHg il b
N=344 N=201
(8] [$55R])
SGLT2i {RUE ARVE P-value by
R &) 2L Nollenar's test SALT2EEXN B REFAICFNTEENEE

MAP<92 11 (5. 5%) 190 (94. 5%) 0,012
MAP>92 26 (12. 9%) 175(87. 1%) ' Kobayashi K, et al. Journal of Diabetes Investigation. 2021
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