BERINEIHRTTA K514 > 2024

128 ERARMEXMELE

D 121 AMBEREOPHOLHCBEL Y 2 HERE NS EDLS I
bai> BB ?

G E AN
® KXMEBEEDYRT T 7I9—THhDMERERE (impaired glucose tolerance : IGT), &
MERE, EEREEE IEHE SBUSRRZRHICEREL, SENICEET % I ENHRS
ns .

PERRFIE K IMAEHE (diabetic macro-angiopathy) (&, 1950 AEACIZHERR I 3 D SEASEH O 1
S Bell HIZ & o THE EN/BEET, BRWEIEM/NILEE (diabetic micro-angiopathy)
IR T AHFETH 50, ZOERIIEKRTH Y, KRBT [HRWHEIHED BIRMLET, B
R R OERE, KAHEIREE (peripheral arterial disease : PAD) | L €# 3 5. ARFET
X, ADOEREEFHNT AYE 10— P v FRA v b TH DT, OHEOISIE &
DMIEFE (LT 3-point MACE & % WD A N> b EFKELT ) & W TEHIi L7z, PAD
S A ADH RIS DO W TId 11 R BV 22 & 2w,

EYIRTEALAE IS R 2 R TIR 4 IEIT 9 5720, FHO7-OI3HERE, SIELE, 1BE
SLRE, SRR, RS EoE ) A2 T 7 78— R @i, 2o RS SRk
AV A=V THIENEETHL O WMETVT I VIREAET S 2 BRI EE 2 R L
L 7z Steno-2 (f7E T, 7.8 SEH OB AN O D, 21 41 O BIEHIH CURvE I X
D 7.9 SEDOFFIEMRI R FEHN T WD .

TR R A~ A ) VU I RIBFIERT 2 5§ CTIODIME A XY M) A7 & LA S
5T EREIWA ) —= U TR TH HHBIRT 2 — 1 MRS LA LR UG 12,
EEIIR CT ¥ 3O A XY b A7 OREIALICAHRI TH 5 & § 22 H A, 72, PAD
DAZ ) —= v Fkpft e LT F-ERME (ankle-brachial index : ABI) - &Rk Ll bt
(toe-brachial pressure index : TBI) IZE#&0H 1), HIHEIRD 2 WHERIGHEB] T > T HHELE
SB 2 2020 4 HAREBR 72 - HAMRIE PR ERESPHRE U DRI 22
B DIEREFROBW - T - GBI T A3y 227 — 1 A2 b]P Tld, wEEIRE
Bogle ) 27 @Mt 7-00 70 —F v — FHIMER SN TV 5. 2 BBHRFO 22T 40
T AT 2> D RE PRI R IEE 10 SRR O A, B, S VERR, BhIRTE LI R 2 &
ZEHI L CNA ) A7 OBEIZ, PWV (pulse wave velocity) % 721& CAVI (cardio ankle vas-
cularindex), ABI, SHEJIRT I —, FEEEEEIR CT 2 EDAZ ) —= 2 7 &fT) 2 LHHERE
ENTWS. 40 %L EF 723 R EE 10 £ 2L EOYAIITERD % < & B 4E 1 B OREIFL
BHEEHIZINLOMELRETT 5. MAREIRD SNHE, ERGEEME~D T ¥
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Fou b, EEER CT REMOLTI—, AMOHY Y FICE2BEE1T).

LRI BN TUE, FOEEIRR B R EEBAT, TR AT BRI 2 P& 2 I L D iwv 1
FBHZ Ll BREFEOREMIZE VTS EMMN 22 OEREFET 5% &L O L L%
LT BIERE RS LN EDNEHETH S.

DAZIFRFEZF BV CTEI L ALNEHEHED N EDTH D, 2 BFERF I LAEZD
ML L72Y A7 THDH YW MAT, BEREEZTIHET 248, LM T5 B OALTE)
A7 H3E 50 RIMEAE & AR OARED ) 2 7 FHBLETH L. T A I OHETIE—
MM 22 A0 ) A7 R ISEEIREER, FEAE, SilE, FERAE, i, BEE Sh 7 2
RIBEIRIG R E 2 MR & LT, Fls, 4 A VA, B OERE, 21 T75=>
LHYWPHERE R EHESNTBY, INH6D) A7 HTF~NORYDL DN ADVEETH
5. ZRTFMHMACLY, HERBEEOOLAZIIE 2 AR 7THIH T2 LB TES L
AEIIEBRI DT L 72044 (heart failure with reduced ejection fraction : HFrEF) & f&
7T %044 (heart failure with preserved ejection fraction : HFpEF) 2%@ % 7%, BRI
BETRELLLEPELRT V. DABDAZ ) —= 2 720, JERBIE 2 5 ONT4EIC 1 0
ORFRX ML LBERMAEDNHEIR I NS, JEREZ W LITROBRERNASNEYE, H5 0L
BNP 7> L NT-Pro BNP 2411211 100 pg/mL LA I, 400 pg/mL LA EO¥6, fBREEMEEIC
X B R AEDHERI NS Y

122 Y2o8EBE EDL S BRAEEITAEANSEDDLICH
27

[R1 K]
0 TRTCOERFBEIE R TSBORRELZYES. 2L, SHELMBEDETUIE
BT, EMPECENECEET 2NENHS 19,

BEPRIIE OIS A XY bOEBERY AT 7727 5 —Thb720TTORRBERIL) A
JEBOWNGE LR VIS, BRMLEDOY 2277727 % —3RMEEZERE LA RY v
7y Fu—AE LTERBTAHEINSSHS Y. TNH) AT 777 & —0ER L7RERITIZ,
KIMEEREDFIEY A 7 DEmn. D720, VAY 7727 7 —PEEER L TODLRENS, Kk
W akhm) A7 EME21TH) T LT, RIMEFREDFIE) A7 LTS8 LN TEL L)
FrEng st BRI, REESI L A7 — ) VIiE, FEOEEEREE, SRRk S
(PAD), MI/NMASEBERE EBE, BHE), A F R v 7 vy Fua—2La, BUERSEOFIEIT 0
MEA XY M) A7 % EASE5 9 WEREHEEE, BRBEREOESI). M7 V7 3
VRIS IR E OB SN2 0 % 5T MFRNEREL KL, AaFEoTFil
HFTbH DI Lh o mllEsrifEEsnsg 2

—HT, INFTONL ) A7 PERFEE NG L L RBERRAE T, 23FLIR
TR RIZTAHE SN TV BRRTIE R, FRIS, MEREDHELT L7ER, BE % Sk,
B 2 B - ME 2 > b E— )V E4T) 2 &C, RIERBIMEZ I SR LRI 2D, L
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128 FBRRERMEE

MAFA XY MRERERCEMTPEREEMIELIEPHESNTEYBREI D 9202

L0 )12-3 HEEBBLIEEOREFANSENY RV 7799 —DEHFICH
b ?

[RF—bX2V K]

O MFEREES, SMEE BERTE EEE EHEBERRSEEORBCESNE BIREN
BE, BEREQEFBENDMEANY MDURTIT7II—THD. RRREESICHITF
DEFBEEIEEBDUEF TR OMEANRY NDYRT T 779 —=ERT DIcHEREIN
B o, (#&RIL—F A] (52 100%)

B, EE R EOARNEEOYGEE, FIRMHROEATH L. INHAGFHEE LI
X0, MUEHE, IGT, SIUERE, REREEREDOOME ) A2 7775 —=52% 283#% 1L,
OB R UGE 7% S, DASSIE 2% 2 G OIMEA RV % 2385 2 L% L
I TWD, NEZE - O ZEDIE & AR IEOMMZRE L —RERENZRE L
7eak— MIELEE S, EHEERCT, % Hiima 20 EWRHEEDG 2 Bk
TEBYGREE 1), B 050 722 B OATEEESA XY MEL L TV I ERHRE I T
L. 7272, 29 L7oWRGER R0 — 5 CltdE, & 0 RIAM o KB RF7E B ERAIc L b
BRI O EIRBIBADOMN AL, DAL Z SO A RV N ORFERITHEL RITE ho
7229 LT AMENRASNTEY, EOBREOAMADVEMN R EREEGZRH ST ENn
I Iz TR T v, DHER R OARERFIEIFRELIT) 2 LTIV b
FIEDKFRAEGTHRELET LI LG SNTWDL. L LS, BERFEEICR
B L7z ak— MFgeRe, BERRYER I IE OFAE % EEFFMIEH & U CHEM S 24 EAaA
12X B RCT 3% S, TAVADT V=T 53 EENTZBMI25 DL (4 ¥ R ViR
HTIR 27 D 1) @ 2 BUBEIR I 5,145 A& XITG & L7z Look AHEAD T, FEFHliEH
COMASBIHAE, OAHZE, MZEd, ABi% 2 L7PE) OFIEZ I L eh o7z b oo, &
WWEEAAIRE, IFE, BEREDV R 777 7 —%WESELD 2, FTHITI
BWTIZ 10% DEFIRDAIELE, ALY X7 2B EICER ST TV 2% Steno-2 " R HA
THEME N7z JDCS, J-DOIT3 Y TIZIEF DA % & FATHEELE % & 72 WA A ASHE
PRIGVER MAEIE DFERE) A 7 % WA SR H 5. DIEA XY ME2T T M AL
TR EAANAIC X 5 RCT &, FHAAEBCEOMRREE S, RV oBIgE, ENMATTO
PHEEb R EMA RERICK ) T EF VY ARRB I WEERTE LD, EENES
HITHT 2 ARG RE AL A XY MIE) A7 2B S5 2 L5 ®0 AEEHE
YEEIC K A OEIED F 72, KIMFETFRICAMTH S I LR EINE, — i THEN
AZE 5 THRWERED D TLEONFTITOME A XY MBS 256085H 52 L% ®,
ER L WERERD S PREENSES O Z L2 L TBLLLEND 5.
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[#E L7z PICO D#1Eg]
P BRI EE
I @ AREBEE oY
C N AR L DI
O L&A XY b

[RF— M X2 MXPIZTIA LB DR AEE]

SCHRMEEE 1 PubMed (¥ — 7 — | : diabetes mellitus, life style, weight loss, smoking,
smoking cessation, diet, exercise, cardiovascular diseases, heart failure) (2T L, X
Z AT, AL E 2 —, RCTICHEL, CQIIH LIEHEER TWAH I E M L7z, Uik
O—FIIBEM B LRI UL S T 528, EEE2TH W &Il LB 21T 72,

FT—%~N—2 : PubMed

i N AV AR= £

FERIITH] © MU RR

WMFEHFE (¥ =7 —TF) : diabetes mellitus, life style, weight loss, smoking, smoking cessa-

tion, diet, exercise, cardiovascular diseases, heart failure

(#2327 L — RHEIEDREA]

IR L — FIREDDODATHHDH L, TEF ¥ ARKROMERERMEIZIOWTIE, AT HE
YHICK DV RY 777 ¥ —0ZA %k FERHITEHE & L72BEHO RCT 2L D, CQIEILHES
N5, TOMOEH @REFENT VA, BEOMMEB, TH) bwihd AEEEOUE &
DRIEEZIFFTLHDOTHY, HWHELE (7L —FA) LHEL7.

521 4, B 214, 0% (B 100%)

HEES U — NREDHD Y e
41BH (£ - V) e

DILT Y ARADREY  #E% B EEBENEICLBZURT TP I I—DELE
FCHEESZDTHOIETY FTEMAEEE & LI EHORCT IC&Y, CQ I3
ZUAILE T +F2IE 1 DBOH THINS.

SENTLENH?
ORENS VR  HEORNRERSD B EEBBORERBERNDBVEEZ BN
TBICEBRIEERLEZN ? TENS, BHEELIEZEBDNS.
QOBEDIMIES | BEDMiEEE— B EEBEONE - AMEEFHICELTEED
B2 HEEE—iE e EbNn 3.
@B  BRAEROMRE (5—=) E EEBEONEIC LD IR MNEBREICK Y A=
[CB&3BH0N ? <RBRZEBDON, FRBREDRERTLL

MA BBV e, HIRD'E# L. —H TEFEH
BRECBBOELECKIDARETBABRNT
SNTHBY, AELTRERESEEZIS5NS.
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128 FBRRERMEE

0 0)12-4 KmEEIhEDY FO—ILIZEHS ?

[RF— kX2 k]
© AMEBEDFENHICIERFRIERIRN SORFRMED> FO—LHHESNS 7
(1827 — K A] (SE% 100%)

Fifbt 3 2 B MUBE DS KIMAEE D FIEY) A 7 L BWBCBRT A2 L 1d, £ 0EFENIEL Y]
L7 THA 7 UKPDS Tid, 2 BIFERFEEE T HbAlc 28 1%IK N5 % 2 & TUHHHZEDIEAE
A7 A%BITH I EDPMESN TS R A FZEKRTDH, HbAlc D 1%HNE, L
BRBORIEE 1 B RFEE T 15%, 2TMRBEETI8%IMMEIEL ™ ATV T v
5 IS BT, Ml 18 mg/dL @ EHIC X 0 BMMER A O ) 2 7 ik 148 fif &
=S 11 I N = e 3 3 S N G 0 W N 1| K= 275554 SR o T BN R Il )
FIFFRD SN VA, JEBBEN (B 5 \IZBFEN) O, TRYIBOFIE) A 7 # KT S
HDHIEARINTND P GIELUSNOENRTELY 27 7 7 7 & — DA 2 1 Bk
FRIGEZICB VT, BRI > b — OIS 4 XY b E2EDTHZ LR ENRT
W5 RT3 A 72 RCT OIEED X ZRFTIZB W TS, HbAle DT L.0E 4
NV MIHNE X CAHBIL, HbALcl %REEDITIX 26~33% D) A7 Wb %E b 7-569 ™7

A R g T > a— VoL, S ARBRIE TR S RS A 728, “metabolic memory”
H %\ “legacy effect” EIFIZN, I ADHEEMEAVRIZ S LTV S P02 RIBERGEHA %
P4 & L7z VADT BTl 5.6 SEO A LIMBERE Tk, MABEBRTIIER TED 57225
TEERRBATIER 5 AE CTH IO 4 X N 2T 2 2 &b ho 723 1 BB RREEE
X4 & L7: DCCT/EDIC Th A 15 4F T TRILCOWMMIBIR S N 2o 7228, ZDtk
WCAHBICBPLTWS ¥ 7ODRCT #&E A ZENT T, BSR4
ARV MEERZWEFEIZBWT, MR THEIC X 2 MACE #fl2SBHF ICA LGNS 2 LT
IRENTNWG B

—75, Ik > s a— Lo bidRIgEY) 2 7 & LR S8 870 BRI ¥, AN
DR B IFHRIE LD 2 VI DIMEFRBOEER) A2 77 7 5 —=Th ), EnH TR
WHEAET 59 J-DOIT3 TIZHAE R MM T > b a— V2 b 2hb 5§, B ARl (4 X
MWD TR o 72 0 ARIIEEA XY S AP %o 722 & 3 J-DOIT3 1B 5 KU EFIH]
WRICHG LT WY D 5.

FEIRIBIAHEE OFEUC X 0 RIMAEREFAE I FUT T B R % 2R EATRIE ST 5.
A MBIV I IEAEG 2 BV R R CRIMEIE ORI RAITR SN TV EH S, RiED X ¥
fEATCI1E, SBER2SE 7207y, HUREEE O MAEEIIRIANRITFEO Tu e wnw®, q-7 )L a
¥y —VHERD KIMEIEREY) A7 OB T 2R 58505 2051087 v Ak
W 2 CHENE S 117z DPP4 FIESEIC X A RBUBEIRABETIEVwIhd 79 Rz L
TIHLEMERT OB A XY METRR S B 723% 2N S OMFED—# Tl EHHR
THHREE R HEOLEENHH T LIHEREEET L. F72, AMRVIVEEXT) S
VY OBEEEETH RIMEERIE) A7 DR T 2 RET 585055505, +H552TE5F v 2
7\ 2 FERIRIAIR A A ) B & BB RE & B I3 R 2 BURE IR L 12,500
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NIZ#25- L 72 ORIGIN TIEKIAEREY A 7 M ST EPMER S L7z % SGLT2 fHE
L& GLP-1 HMAEHEED A X MIHIWEIIC O W CORRIUSFEH T 5. AT, Steno-2 B
ZETIL, B RIMAED Y PO — V2 ELLRTFNADHRIT SN 21.2 F 0B O 0 551k
FEERE I B W CEHRE OS5 5NTn 5 7

[#E L7z PICO D#1EE]
P BERE B
I:lEay ra—
C AR L DI
O LA A N b

[RT—MAZ MXPISSIA LI XE DR AEA]

SCHERRER1E PubMed (% — "7 — I : diabetes, glycemic control, cardiovascular diseases,
cardiovascular outcome, cardiovascular event, cardiovascular outcomes, myocardial
infarction, stroke, peripheral artery disease) (ZCHEML, X &N, RfEML E2—, RCT
WCBEL, CQITx LIEFEE R TW B Z R L 7.

F—49IN—2R : PubMed

BRIV 555 ik

Mo« MR

WFEHFE (F—7—F) : diabetes, glycemic control, cardiovascular diseases, cardiovascular

outcome, cardiovascular event, cardiovascular outcomes, myocardial infarction, stroke,

peripheral artery disease

(#2327 L — RHEIEDHEA]
2L — FPGED 7200 4 THH (U T ¥ ABIROMEFEN:, 2ENT VR, BEOEE
BHXFIR) WINDHMPET > PO —VEHEEZ L TH5OTH Y, RHESRE (RS L—F
A) EHE L7
WEEE21 %, B2l %, MR 04 (BEFE100%)

HET U— NREDZHD HIE

41BH (F)- V) e
DILT Y ARAEDREY : #E% B KMEEE T EHES ST B M hO—
FCHEESZATHOIETY VIZ &3 RCT Tl CQ IE+ 5B X TLEWA,
2RI +F2lE 1 DBOH £< D MA I & U REDEEUNEETE 3.
SENTLENH?
QRENS VR  HEORNRERSD B M43 kO—ILOXEICFEERE LT DR
FBIC&2MEEE A2 ? MiEENDBES DS, —75, FTEEME 2
I DEVERINS < BRTREEB>THY,
NE%E FE2 S LHTES.
OBEEDMHIES | BEOMEHE— E MiETY FO—LEDMBARY b, DFR2%E
B0 2 B3 3 BEOMBERIE—EEBONS.
@B BAFREROARE (5—=) &L MET> FO— L ESCERFAARRICE,
CE&3D0N? BRNAENIHEN TV S,
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128 FBRRERMEE

) 12-5 SGLT2 BAEZEIFAMSHEDIMENBID ?

[ZF— kX2 K]
® KMBFEOTRFEHIC SGLT2 FERAHEXNS )
[#EIL— K A] (BEE100%)

DIMEREMEEZ GG NA ) A7 O 2 BIFERFEEEIH L SGLT2 HER T 37 7a Yy
Y DR B R & ML L 72 EMPA-REG OUTCOME, — R FBhREBI 5% 3 d#l& £ 7z
CANVAS IZBWT, FEH#IEHIFICILES L€ SGLT2 &SR 5.3 Cld MACE 28 14% A =1
WA L72%% 72720, CANVASRETIZH F 270 70 Y U HE5HOM 7T EHAFHARTOHM
B LIRS SN TV LIERPBETH L. ¥237 ) 7u Y v % vi7z DECLAIR-TIMI
ARERTIE—RPBHEGIAR 6 FIEEh, LIMELD L IDOAEIT & 2 ABE% #H% O MACE
W2 72 FEEEHMEEE 2 W CER S N7z, @5 O MACE 120 W TG W 5
o7, WIMEED L IROAEARICEHLTIE, #2837 70T ik ) 17% DA
) AZETAED SNz TS ORERIZB T SGLT2 HIESEMEHIZILE L TUOALIC &
B ABEER WA S MZ T, CKD A7 5 2 BIERHEZ BT 28R %25 L7 CRE-
DENCEIZBW T b A F 7)) 70y YT T I 2RI, OIAEIE, Oz, 72
B OBEETEY 27, BIOODAREIZE S ABEY 227 0320% %A L7z % WM 6 #
DT — & % 139 T ANORERBEEE 2R E L) 7TV T — v FiklTdHh %5 CVD-
REAL Tb, SGLTZ HERI.OAS & BT Z I L Tz 1)

CANVAS % CREDENCE D7 Tld, SGLT2 FlESRIZ—Rk T & ik TFFi TR
THho7z %% F7- EMPA-REG OUTCOME % CREDENCE O% 7##ric T, Thoid7
VT7ANIBOTHHNTH D Z EDHHL TG 19070 £ 287) 70 Y VI3E#E T b 0L
B, OABABEZBDSEETY MO AXWESEDL Y HEE TR L Lz A F RIS
BWTDH, 65 EOREIZHB T SGLT2 FHLEFIL 17% D04 A X > Ml %2 7R L 65 A
WORLIELTHRAELZWLZNL EOY 227 B ER L7 BREEICL ) ERILL:
WaEd, ¥ 7Y iZKDIGO VA7 B 53 —12hhb S MR 2 A3 5 10

EMPA-REG OUTCOME, CANVAS, DECLARE-TIMI 58 ® * % f#Hi 2B\ TdH, MACE
13 SGLTZ FESRIC L 0 11%ARICHHI s, LIEE (16%) & O (11%) IS LT
HEZRIHIAEED Sz 2 Z O RIIEIRMALE IR BOBEEZ AT 5 BH BV THL,
DA XY M OHNFE LTI, EMPA-REG ORI TE S 7B < idskseny, ek
FERYOAAEZE (21%), TEEIIR intervention (20%), OAEIZ X B ARE (42%) OIPHIHHE S
nNTwb.

—7J7, EMPA-REG OUTCOME, CANVAS, DECLARE-TIMI5S8 ® * % #1288\ T,
SGLT2 FHESIC X 0 WA Il S e Ao 72 1% Bl & L C SGLT2 FHESR I BIIRAEIL~
OEFEH I S, KERBRD R EDNEY L F 3 v 7 BRIE» S OAMER, K&k
WPELENE, MEET, BRER S E D725 LOBEA N b2 2 Witk dvRig S e
W5 12 ARRIZOWTIE, 2 BIFEIRFGEEICBT A SGLT2 Bl ESE DM ZE IR 3 5 %D R %
R L7z 2 Z it (LT 520 RCT : EMPA-REG, CANVAS, DECLARE-TIMI58, CREDENCE
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and VERTIS CV) Tb, SGLT2 HERIIMEEDT 75 4 T bbby, HREELE L7k
BERhosz. L UHInPEMAEZECE U CPREN R B 2 A5 2 W ietthrd 5 1
X512, 21 ORERE 17 D X 7 fF#NT T GLP-1 278k 8h3 (GLP-1RA) %° DPP-4 fHE
WL DHIATThN, SGLT2 I3 13 GLP-1RA & [W%:, DPP-4 FHESE & ik LT 12% A &
BOMEY A 7LD 6 Lz DLEX D, SGLT2 BESIIHIRFEEZ O— K TP, =
KTPPi%MbY, CKDHEY3MUKETH T, F2T7ITA EREICBWTH.OMEA
Ry MIHCAERTH S, F72, HRANOEET — & OfFHTTld SGLT2 BESE O IEHFI M Tix
DG EIEBRAFRBOTIERIIFSTH ), SGLT2 HEROMRII[ 75 A LT M| T
HBHIEWRBIN/ —J T, SGLT2 HEHIZIZT M7 ¥ F—= A8, Bkklo
VRAZ3HY, T2 N0axR=TIZOoOWTHEEINE W [EEERRSIEIA Ko 4~
2023)Y 12BWT, EEhE, ADLIETRT Fe7 9 v AR RO IZEE &S5 A HEE S
TV, BEARFCHEARNRFIIINRTIEEZ BB T 2 L85H D, HARRESS O [HIR
WGHZ B A SGLT2 HESE #2345 Recommendation ¥ 23K I N T 5.

[#E L7z PICO DO#1EE]
P OEIRE
1 : SGLT2 fH&E#
C AR L DI
O DB, W, A ImE S

[RT— MAZ MXPISSIA LI XE DR AE%]

Rk ER 1X PubMed (¥ — 7 — K ! diabetes mellitus, SGLT2 inhibitor, cardiovascular
diseases, peripheral artery disease, stroke, myocardial infarction) (2 CTHE L, * & f##T,
FHAI L ¥ 2 —, RCT B & U Real World O KB data (CFRE L, CQICH LEHEEZ Twb
SCHRZFRA L 7-.

F—49IN—2R : PubMed

N AV A= T

MR IR« TR

MEMHE (¥ —7 — F) : diabetes mellitus, SGLT2 inhibitor, cardiovascular diseases,

peripheral artery disease, stroke, myocardial infarction

(#2527 L — RHIEDHHA]

AT L — FRGEDT00 4 HH (TE 7 ¥ ARKOMIENE, 2#ENT 22, BHEOMEL,
HAR) VI b SGLT2 HERMM 2 3HF9 250 TH Y, M (E3E7 L —F A)
LHEL.

o 144, B 144, BOod 04, FRR 74 (B 100%)
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128 FBRRERMEE

HEITU— NREDIZHD HIE

41BE (£ -VNZ) iR

DILTY ZRAEDREEM. © #E L £<DRCT, MA[C&V, SGLT2 FAZEIC LD
EICHEESZ BNHDILE T DB A Y MIEHEENTENTWS.
ZUAIUH T +EIE 1 DO

SENTLNBH?
QBRBNT VR  HEONREBD FL) SGLT2 FEEES R 7Y R— Y 2 DD ER
TBICEBREERLEZN ? BRAGEDBHERN G2, CNELEZE

BIRRDME A RS MEIORIENTEET 5.

QBEDIMIES | BEDMiEEE— FL BRICKUDMEANY N, DRDERTSZE
Bn 2 ZDMERIE—E BN 3.
@BRA  BRFEROME (5—=) FEL  REHNSOAERICELINALLY, EEIR
CB&3H0Nn ? NIEIC DD & DBEN G B,

) 12-6 SGLT2 AZEEOLRLICHMD ?

[RF—EX2V K]
O DAZDEITIRHIC SGLT2 FEEEEHNHEIZ SN S %99 101,102 115~120)
(#&RIL—F A] (52 100%)

HiJH® EMPA-REG OUTCOME, CANVAS, DECALRE-TIMI 58 128\, SGLT2 &S
377 1R L L LR C R DA AR Z A RIACT S872 900 LRSI
—KTPBIRE, RPN TRICBW TS —HLTEH ™ A, WRTE 0T THITH
FIREDMEIAFER S N 2 FRKRD T A K54 ¥ TIROAER BB % G069 5 2 B
PRI B TIE SGLT2 B ESR ORI S, HARIZBW T 2023 2R S
[2 BBERRIR DOIPBEEDOT IV TY AL [ I2BWT, DAZRLMERBEZ AT D58 1CEBLT
LHZllkhoTws?

Mz T, 2019 KRR A PrOFEEZ DT, EZRHEIMET L2044 (heart failure
with reduced ejection fraction : HFrEF) % % %} % 2 9 ji S 1172 DAPA-HF & EMPEROR-
Reduced ICBWT, #¥37) 70y BLOT 87y 70y 0%, 2 BUERROG 8125
b S FOAE A X b2 L7z 51 DAPA-HFE SRERICBWTH 7)) 7 Y VBT
75 R HARODAERE F 721300 27 #H IS S [(F37) 7ay U
386 71 (16.3%) vs. 7 7t RH#E 502 Bl (21.2%) = /"¥— K (HR) 0.74, 95%CI 0.65~0.85,
p<0.001], CALHED A XY MR- TH [231 4 (9.7%) vs. 318 B (13.4%) : HR 0.70],
AR LTz BUE, Bt 2 AN OAEmEE L LORA S, EROLARE
BERTA FIA4 T A TIHBESTFLATWS.

Mz T, LVEF O g7z 7212044 (heart failure with preserved ejection fraction :
HFpEF) % % 53R & L 72 EMPEROR-Preserved (2B T, BHEDLMEIL F 7213044
WCEBABOBEE) A7 #FEIET LI EARENS D 13 OFKERERD X & BT C
1%, HFpEF HH12H T SGLT2 BLESRMEHIC X D LIIEIED ) A 7 I EEN A LN
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Blro 7eS 2 AEIZ X B ABIRARIZHA L Twiz, OA%® QOL #FHliTdh 5 KCCQ
(The Kansas City Cardiomyopathy Questionnaire) 2347371 70 Y /2 X ) HEIZY#H L7
EVIIIEDLD Y P, LARETEMRTFHEINTWDL I EARBEIND., RBEICBVTH
ODAEA XY oW, BEREER EIFRERIFEZT—HLTW: 2ok, 72X
DAEHEEDLDARETA KT 4~ 2022 SERTIE, HFpEF OiH#dE & LT SGLT2 FEIE AL
HIrFENT-
IAEYUFEORFIZOWTIRELEMHINTEIB LT, BERH#HoUwERIORIER E L
WM 2 AT AERICINZ, MRAEROWD, CEAMOKTRMEDYENH T S
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O AMBFED—R - TRFBHIC LDL-C ETROANHEING 7,
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© & TG MIEHT=(E HDL-C MEZSH T BRWRRBE[CHNT, T+ 75— MRE - EPA
DE5IF, DMBEEORENHICES LB (CQ15-8 81 ™ ™)
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B R RE ARG TE RIMAFED ) A7 7 7 27 7 —Tdh b L13%  OEFEL WS
NTH5b.

PRI B 2 R RICA F T 12 K B KIMERE DO FSIE T Fish A % Bl U 72 KBUSRIR 3B 1001
BB \VIIRA FIRHT 010 DRFETIE, AT VHFHRICE IR - IR TR S Tw b
AZF UHEMICE Y LDL-C 28 37mg/dL KN § % T 212, HIELCY R 7 259%, EEIRA
YRV RZH2%, WER) AT 21% KT TS, 0 A7 R FILIERE R EE L [H
RETH D I EDIRX FIRHT 1910 TRENTWADS, LDL-C I TR EOMIMEIIMERE ST\
V. BFRBEAYFVERBMEAYF LD R TRIRE L L 72 A 5 AT OB T,
FHEA Y F VBBIEARNY MEE 9% LS L TR T S22 LAVRENT WS % I
2T, BYBEREBEREFERE 10 HUNOBEZWNRIIY UNA Y F o0 LXF I TR E
Mk L 72 IMPROVE-IT iR OBE R A BRI 7T Cld, =€ F I 7HHICX ) 7EM DL
M5 A XY MHEREISHA L7 (HR0.85, 95%CI0.78~0.94) 1)

MEFRBAT TR O 2 RUBERIE B E IS 5 A 7 F VIROAMMEICIE T 7 v 23w 19 L
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IHERIEZ N X 25 T CRIBERIEOF 2D O T AR TH - 72 7.

PERRIGE A2 BT LDL-C DR HREZ X ET 2RI G50 L TAHZ LS, EB)lREE
DEEAD 2 WHHRIGEE 2B T PAD, MUNIEESDE REBGE, BHE, ffemE), B
D OWE, EEREED) A7 BB EATS Y MAT, BIREHEEREY A3 5 HARAN 2
TUBE PR B 1O U TN S 7z EMPATHY #{BA T3, LDL-C70mg/dL LNTF & HEEE L7z
sALIBHERE & LDL-C 100~120mg/dL % HEEE L 7-@E IGHRE OB CHRALINE 4 XY MSH
A h o 72A%, LDL-C ® HELERH O A0 TN TIRBRILIEIRIE THEIC ) A 78D
AELN TV T2 F 72 CARDS '™, Steno-2 " 7 & OEHERHANIE 2 A 3 2 B R E 4
ExtG L L72RBRTlE, R F 2G50 M AL D OIMAE A XY MIHRNERES SN Tw 5
A%, BRALEEAE D LDL-C 132 2P 81.6 mg/dL, 86mg/dL TR TLTEY, —K¥
Bl OBERR IR 2 BT 100mg/dL &Kl £ T LDL-C & FiF 5 2 & TY X7 @A H N5 A
WOEBERINTND. 2T IEIRBLEREFI A A 8T 4 » 20229 Ti&, [PAD, #i/hi
BREAPE (REBE, BHE, fRERE), BED D | o—RFHikEREE#1E LDL-C BE % 100
mg/dL & L, HRWEEZ AT HEEIREE KPP Cld 7T0mg/dL # HEEL $22 L L o7z
L UE THERB A 0F L7 IR S HE ] o Z SRS iz,
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WTIE, EEOLIMEA XY D OIHIRIRIIRD SN h o 7.
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BEPRIEERE 05 & L7z ASCEND 7 TidA N MEY A7 IMMET Lado7z. —7, HA
THME S N7z JELIS T, BERIE/MIERE R BHE O 7T IZBWT, A8 F VIR O&
VAT U= VIIEEZ IS % EPA (eicosapentaenoic acid) @B II#5-ASEBIR A ~ >+
FIE% 22% T S8 RCRAZHLET LAY F VinHthoR TG MUERE 25 & L
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Mz T, & TG IE, 72138 TG IME N 2 4K HDL-C IfiifiE % A3 2 BH I L7 4 7
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YIMIAZEOUFEIME T SES (HR0.91, 0.87~0.95, p<0.001) &#Esn7z. ZoHE
THRWEFRLIETIT D W TIIIHIZIRIZFRD H e 2o 72 190

PLEAS, BTG, K HDL-CIETA Y F Y IFEHETTIE T4 7T — FREIZLBA R
MR EAIRF SN A, B TG ME, & HDL-C MEZ A3 5 A ¥ F VIR EIZB W T
ACCORD LIPID DY 7@ 37 4 75— + @, JELIS & REDUCE-IT #* EPA DY 7> X &
EZONA.

[#E U7z PICO O#IEE] (RT— M X2 FOOL&E)
P BRI
I :BEa> rua—v

258



128 fBRRERMEE

C : I ABE 2 DI
0+ LA X T

[RT— M XY MXPICSIAUEXEOEAERE] (RT— M A2 N@OLLRE)

SCHRIRSR 1X PubMed (¥ — 7 — @ diabetes, lipid-lowering therapy, statin, cardiovas-
cular outcomes, cardiovascular events, stroke) {2 THJE L, X & FH, RMPYL ¥ 2 —,
RCTIZHSEL, CQITH LIAEE R T2 E R L7z, TR —HR I3 Hes 1 i DURE L G
TSN TS5, HEEEDE W E R LA 21T - 72,

F—9INR—2R : PubMed

AN DAY= T

FRERIIH] © MR

MFHEE (37 —"7—F) ! diabetes, lipid-lowering therapy, statin, cardiovascular outcomes,

cardiovascular events, stroke

[(#2ET' L — RHEDERBE] (RT— KA FOOLLE)

HEBE 7 L — FED720D ATHHD Y B, BHIZIEROFIZRIZHE D) B, S H TR
WHOD, FOMOIEA (T 7 v ARKOMEELE, #&ENT VA, BEOMER) T3
b LDL-C I ¥ Ma— VLA LFFT 2 OTHY, HNIHERE (RS —FA) LHEL
—J7, TG TFHEBEITRBIC L VERP—E LRV, F TN LI Eh s, §50niEE
e EE 5 LI L 7.

214, B 214, 04 (BEE100%) [A7— M2 M@]

5184, B 164, Mxr24%, #BE34%4 (AEFE8I%) [A7—F2 2 1O)]

HEET L — NREDTZHD HTE P

4188 (£ LZ) A
OIET Y AMAEDHESEN - #HZR (&) KIMNEFEZFEZHEHEE E Uz LDL-C (LW T D
TEICHFEZSZDNEBODIET Y SBENADZ LD RCT ¥ MADMFET D. T+
ZLRIUH 1 +Ffeld 1 DBDOH 75— kP n3 PUFA ZRWVEHRAEICBNT,
SENTLBN? DIEA XY MIFINE S NIERR L/ NG
N OTEHENEELTULD. MA OFSEREHFRE
EUTOHRZERIT DD, FLHEB(CEEE

3.

QBWENT VR HERDOWREBD [FL EEIY NO—JLDEIERICHARLZEN D S

TRICKZRFEZ Q2N ? n, |/HE% EOD YT D
QEEDMEE | BEDMEERE— (&L EEI Y rO—)LICKYDMEA N b7zt T

ERH ? BEEDMERIF—FEEEHOND.

@ER  BHEEXOFI® (H-%) ARV BAICBWVT, BBEIY bO—LICKBKME
[CRE&3HDH ? AEHNHIDE IR ICBI T DS (F WV E TR,

259



200 12-10 AEEICHMMRER (A D ?

[RF—bXV K]
O KMBEDRFBHICT ALY Y DESHHERSND )
(iR L— K A] (G5 100%)

IRRIEEE 2 Z L OME A XY MREEZ G L L2 R FHIICHUIMUEERE R TH
% Z L13% { ORERIIZE - X ZIENTOBAE L /RSN Tn 2 8118 FIRIFEEHE DA E R RIZT

A COZRTBIFI R REE L7 RCT 2%\ h OO, RCT IZBG: S MG B E 05—
9%%&Lf@ﬁéntx9%ﬁf WERIG B ORILTEY A7 BT A V52K A

AT 5 2 e SN TG )

TXBU/Uﬂ®mm¢ﬁ%_iégﬁ?ﬁ%%%ﬁﬁbt%%ﬁ%&bfADP AR
ER (yRERTLVV, FrREV Y, TITATVIV) LB RTPIRR % BGE L 72 RCT
(CATS '™, TASS '™, CAPRIE '*%, PRoFESS ", TRITON-TIMI38 *') w1 bR 355 & % fili
Ltﬁ7%ﬁ@%ii@5ﬁ~%@%ﬁ’mtofw&ww>BmA%ﬂ%aLtvnxﬁ
V—iZ ZRTFIRBOY TN TR, YORAY YV — AN IR TRIICESTH B
H%ﬁ#ﬁ%éhfwémw

HAN 2 BBHRFERE 2 G & L2V RmT A ) V2 X 5 KINEED—RTFHiRBRTH 5
JPAD " Tix, TAE) YETLIEA XY FOIREY A 27 95 20% 9D L 720G H % 3860
Lo le, FHARIZ, BRFEEDOARERNGIZT AE) Y O—RFPiIREMRIEL 232D
RCT 1% 2512, 7TAY Y Y O—KFBRIR % Mk U 72 B R R0 S BEbRE B hli L 7z
T TIEHT 1619 25500 RCT 8t A & T 19520200 60 ik UL L OBRIEIL ) A7 7 7 7 & —%
ATHHAN (14,464 N) R E LIARHET A Y ¥ O—KFBi%hF % WMEE L 72 JPPP 22
X O BERPEE (4,903 ) 24l L7z 7T, WIhZBWT T AEY Y O— KPR
BRI Twhwn, 72720, %rmwz%ﬁuiwﬁw%m>ﬁ$ﬁ&@&@rmmz%
MERER 2 72 & Tk, 7AE) YIZE 2R TFUIRIEIROONL L OHMELH L. —T,
ﬁﬁrﬁ%fi,#%@f%ﬁk&«?}hu/&5_lé£ﬁﬂmmuz7@%%mwa
W ENTVD ¥ ity e, BRBEHEZNRE LT AEY Y O— KPR T
% ASCEND I2BWThH, TAEY VG TLIAE A N bOFERBRY 2RO H,
MY A7 bHEBWIMUZ EMEEN TS 2 DEXD, HIRWEED—KRTFD
DOT A YEGIIHEIRS N,

[t U7z PICO O#i8]
P BRI

NN E S

DI AREE DML

DA A R

o O

260



128 fBRRERMEE

[RTF— M X2 MXPISSIA U DO IRAEE]
SCHERIRER1E PubMed (F—7 — I : diabetes, antiplatelet therapy, aspirin, clopidogrel,
cardiovascular outcomes, cardiovascular events, stroke) 2T L, X 7 fAHr, RN L

¥ a—,
F—INR—2R : PubMed
WMBICH W2 E55  5E

BRSRHI - TR

RCTIZBREL, CQIIH LIEHEZ TV a5 kAR L7-.

WM (F—7—F) : diabetes, antiplatelet therapy, aspirin, clopidogrel, cardiovascular

outcomes, cardiovascular events, stroke

#2287 L — RHUR D)

IRV — FREDDDATHADH H, BEDMHEBIC OV TIE R TPRITIE—fR & &
bNBEH, KPP TIIERGHOARNRICE ) —FTIIAwEEZONSL. T2, BHIZIE
BROFIZEICHRE ) DEPEHS I TRV, TEF ¥ ARIKROMIEN, $ENT V 2TwTh
UM IMIEEDHIE R TP CII3AR T, — KPP CTREN LML LEZ SNL720, W
WifERE (2L — R A) EHELR

21 4, B 214, 04 (3 100%)

HEITU— NREDIZHD
418H
OIET Y AEOHESE | #IFR
EICHEZSZABDNMDIETY
AURILA T +&F2lF 1 DB
SENTLBN?

QWENT VR HEBONRERD
TRICK2&IEEZ LOSN ?
BB DMBEE : BEDIMHBEERF—

#h 2
@B : BASEROAE (G- 5)
LRE5500?
40\
(S 1F3HA]

HTE
([ELY- LW R)
[FLY

[

[FL

(AlAY¢

HIREARL

AMEEEEBFHEED & U LDL-C [CHT
SBENADS <D RCT ¥ MAWEETD. T«
75— k% n3 PUFA ZRVEERRICBVT,
DIEA R MIFINE SR E /S NG
D> ERRMMEEL TS, MA QBRI
ELTORERRRT 31, BORECE ST
3.

BEE O NO—LORIERICHRER S 05
B, =R LEI3 TS

BEEIY FO—IUICk Y DIMEA R MRS
BEEDMERIE—EEBDNS.

HARCHSWNT, iEEIY NO—ILICKDKRNE
FEIHIDBEFAXRIRICEE T D FREFVEZERL.

1) Gaede P, Vedel P, Larsen N, et al: Multifactorial intervention and cardiovascular disease in patients with
type 2 diabetes. N Engl ] Med 348: 383-393, 2003
2) Gaede P, Lund-Andersen H, Parving HH, Pedersen O: Effect of a multifactorial intervention on mortality
in type 2 diabetes. N Engl ] Med 358: 580-591, 2008
3) Gaede P, Oellgaard J, Carstensen B, et al: Years of life gained by multifactorial intervention in patients

with type 2 diabetes mellitus and microalbuminuria: 21 years follow-up on the Steno-2 randomised trial.

Diabetologia 59: 2298-2307, 2016

4) Ueki K, Sasako T, Okazaki Y, et al: Effect of an intensified multifactorial intervention on cardiovascular
outcomes and mortality in type 2 diabetes (J-DOIT3): an open-label, randomised controlled trial. Lancet

261



5)

6)

7)
8)
9)
10)
11)

12)

13)

14)

15)

16)
17)

18)

19)

20)
21)

22)

23)

24)

25)

26)

27)

Diabetes Endocrinol 5: 951-964, 2017

Gaede P, Oellgaard ], Kruuse C, et al: Beneficial impact of intensified multifactorial intervention on risk of
stroke: outcome of 21 years of follow-up in the randomised Steno-2 Study. Diabetologia 62: 1575-1580,
2019

Griffin SJ, Borch-Johnsen K, Davies MJ, et al: Effect of early intensive multifactorial therapy on 5-year car-
diovascular outcomes in individuals with type 2 diabetes detected by screening (ADDITION-Europe): a
cluster-randomised trial. Lancet 378: 156-167, 2011

Tominaga M, Eguchi H, Manaka H, et al: Impaired glucose tolerance is a risk factor for cardiovascular
disease, but not impaired fasting glucose. The Funagata Diabetes Study. Diabetes Care 22: 920-924, 1999
Park C, Guallar E, Linton JA, et al: Fasting glucose level and the risk of incident atherosclerotic cardiovas-
cular diseases. Diabetes Care 36: 1988-1993, 2013

Fujihara K, Igarashi R, Yamamoto M, et al: Impact of glucose tolerance status on the development of coro-
nary artery disease among working-age men. Diabetes Metab 43: 261-264, 2017

Fujihara K, Matsubayashi Y, Yamamoto M, et al: Impact of body mass index and metabolic phenotypes
on coronary artery disease according to glucose tolerance status. Diabetes Metab 43: 543-546, 2017

Perez HA, Garcia NH, Spence JD, Armando L]: Adding carotid total plaque area to the Framingham risk
score improves cardiovascular risk classification. Arch Med Sci 12: 513-520, 2016

Gokce N, Keaney JF Jr, Hunter LM, et al: Predictive value of noninvasively determined endothelial dys-
function for long-term cardiovascular events in patients with peripheral vascular disease. ] Am Coll Car-
diol 41: 1769-1775, 2003

Anand DV, Lim E, Hopkins D, et al: Risk stratification in uncomplicated type 2 diabetes: prospective eval-
uation of the combined use of coronary artery calcium imaging and selective myocardial perfusion
scintigraphy. Eur Heart J 27: 713-721, 2006

Nichols GA, Hillier TA, Erbey JR, Brown JB: Congestive heart failure in type 2 diabetes: prevalence, inci-
dence, and risk factors. Diabetes Care 24: 1614-1619, 2001

Tsuchihashi-Makaya M, Hamaguchi S, Kinugawa S, et al: Characteristics and outcomes of hospitalized
patients with heart failure and reduced vs preserved ejection fraction. Report from the Japanese Cardiac
Registry of Heart Failure in Cardiology (JCARE-CARD). Circ J 73: 1893-1900, 2009

Kannel WB, Hjortland M, Castelli WP: Role of diabetes in congestive heart failure: the Framingham study.
Am J Cardiol 34: 29-34, 1974

He ], Ogden LG, Bazzano LA, et al: Risk factors for congestive heart failure in US men and women:
NHANES I epidemiologic follow-up study. Arch Intern Med 161: 996-1002, 2001

Oellgaard J, Gaede P, Rossing P, et al: Reduced risk of heart failure with intensified multifactorial inter-
vention in individuals with type 2 diabetes and microalbuminuria: 21 years of follow-up in the ran-
domised Steno-2 study. Diabetologia 61: 1724-1733, 2018

Miller ME, Williamson JD, Gerstein HC, et al: Effects of randomization to intensive glucose control on
adverse events, cardiovascular disease, and mortality in older versus younger adults in the ACCORD
Trial. Diabetes Care 37: 634-643, 2014

Odden MC, Peralta CA, Haan MN, Covinsky KE: Rethinking the association of high blood pressure with
mortality in elderly adults: the impact of frailty. Arch Intern Med 172: 1162-1168, 2012

Nakamura Y, Yamamoto T, Okamura T, et al: Combined cardiovascular risk factors and outcome: NIP-
PON DATAS0, 1980-1994. CircJ 70: 960-964, 2006

Mahmoodi BK, Matsushita K, Woodward M, et al: Associations of kidney disease measures with mortali-
ty and end-stage renal disease in individuals with and without hypertension: a meta-analysis. Lancet 380:
1649-1661, 2012

Echouffo-Tcheugui JB, Kaze AD, Fonarow GC, Dagogo-Jack S: Severe hypoglycemia and incident heart
failure among adults with type 2 diabetes. ] Clin Endocrinol Metab 107: €955-€962, 2022

Metz JA, Stern ]S, Kris-Etherton P, et al: A randomized trial of improved weight loss with a prepared
meal plan in overweight and obese patients: impact on cardiovascular risk reduction. Arch Intern Med
160: 2150-2158, 2000 [L~N)L 1]

Esposito K, Maiorino MI, Ciotola M, et al: Effects of a Mediterranean-style diet on the need for antihyper-
glycemic drug therapy in patients with newly diagnosed type 2 diabetes: a randomized trial. Ann Intern
Med 151: 306-314, 2009 [L~N)L 1]

Look AHEAD Research Group; Wing RR: Long-term effects of a lifestyle intervention on weight and car-
diovascular risk factors in individuals with type 2 diabetes mellitus: four-year results of the Look AHEAD
trial. Arch Intern Med 170: 1566-1575, 2010 [ 1]

Balducci S, Haxhi ], Sacchetti M, et al: Relationships of changes in physical activity and sedentary behav-

262



128 fBRRERMEE

28)

29)

30)

31)

32)

33)

34)

35)

36)
37)
38)
39)

40)

41)

42)
43)
44)
45)
46)

47)

43)

ior with changes in physical fitness and cardiometabolic risk profile in individuals with type 2 diabetes:
The Italian Diabetes and Exercise Study 2 (IDES_2). Diabetes Care 45: 213-221, 2022

Gulsin GS, Swarbrick DJ, Athithan L, et al: Effects of low-energy diet or exercise on cardiovascular func-
tion in working-age adults with type 2 diabetes: a prospective, randomized, open-label, blinded end point
trial. Diabetes Care 43: 1300-1310, 2020

Ghosh-Swaby OR, Goodman SG, Leiter LA, et al: Glucose-lowering drugs or strategies, atherosclerotic
cardiovascular events, and heart failure in people with or at risk of type 2 diabetes: an updated systematic
review and meta-analysis of randomised cardiovascular outcome trials. Lancet Diabetes Endocrinol 8:
418-435, 2020

Patel KV, Bahnson JL, Gaussoin SA, et al: Association of baseline and longitudinal changes in body com-
position measures with risk of heart failure and myocardial infarction in type 2 diabetes: findings from
the Look AHEAD Trial. Circulation 142: 2420-2430, 2020

Held C, Gerstein HC, Yusuf S, et al: Glucose levels predict hospitalization for congestive heart failure in
patients at high cardiovascular risk. Circulation 115: 1371-1375, 2007

Dehghan M, Mente A, Teo KK, et al: Relationship between healthy diet and risk of cardiovascular disease
among patients on drug therapies for secondary prevention: a prospective cohort study of 31 546 high-
risk individuals from 40 countries. Circulation 126: 2705-2712, 2007

Salehi-Abargouei A, Maghsoudi Z, Shirani F, Azadbakht L: Effects of Dietary Approaches to Stop Hyper-
tension (DASH)-style diet on fatal or nonfatal cardiovascular diseases--incidence: a systematic review and
meta-analysis on observational prospective studies. Nutrition 29: 611-618, 2013

Pan A, Wang Y, Talaei M, Hu FB: Relation of smoking with total mortality and cardiovascular events
among patients with diabetes mellitus: a meta-analysis and systematic review. Circulation 132: 1795-1804,
2015

Look AHEAD Research Group; Gregg EW, Jakicic JM, Blackburn G, et al: Association of the magnitude of
weight loss and changes in physical fitness with long-term cardiovascular disease outcomes in over-
weight or obese people with type 2 diabetes: a post-hoc analysis of the Look AHEAD randomised clinical
trial. Lancet Diabetes Endocrinol 4: 913-921, 2016

Gusso S, Pinto T, Baldi JC, et al: Exercise training improves but does not normalize left ventricular systolic
and diastolic function in adolescents with type 1 diabetes. Diabetes Care 40: 1264-1272, 2017

Strazzullo P, D’Elia L, Kandala NB, Cappuccio FP: Salt intake, stroke, and cardiovascular disease: meta-
analysis of prospective studies. BMJ 339: b4567, 2009

Chowdhury R, Stevens S, Gorman D, et al: Association between fish consumption, long chain omega 3
fatty acids, and risk of cerebrovascular disease: systematic review and meta-analysis. BM] 345: 6698, 2012
Sofi F, Macchi C, Abbate R, et al: Mediterranean diet and health status: an updated meta-analysis and a
proposal for a literature-based adherence score. Public Health Nutr 17: 2769-2782, 2014

Salas-Salvado ], Diaz-Lopez A, Ruiz-Canela M, et al: Effect of a lifestyle intervention program with ener-
gy-restricted mediterranean diet and exercise on weight loss and cardiovascular risk factors: one-year
results of the PREDIMED-Plus Trial. Diabetes Care 42: 777-788, 2019

Schoenaker DA, Toeller M, Chaturvedi N, et al; Group EPCS: Dietary saturated fat and fibre and risk of
cardiovascular disease and all-cause mortality among type 1 diabetic patients: the EURODIAB Prospec-
tive Complications Study. Diabetologia 55: 2132-2141, 2012

Barrett EM, Batterham M]J, Ray S, Beck EJ: Whole grain, bran and cereal fibre consumption and CVD: a
systematic review. Br ] Nutr 121: 914-937, 2019

Hu FB, Stampfer MJ, Solomon C, et al: Physical activity and risk for cardiovascular events in diabetic
women. Ann Intern Med 134: 96-105, 2001

Hu G, Jousilahti P, Barengo NC, et al: Physical activity, cardiovascular risk factors, and mortality among
Finnish adults with diabetes. Diabetes Care 28: 799-805, 2005

Sluik D, Buijsse B, Muckelbauer R, et al: Physical activity and mortality in individuals with diabetes melli-
tus: a prospective study and meta-analysis. Arch Intern Med 172: 1285-1295, 2012

Blomster JI, Chow CK, Zoungas S, et al: The influence of physical activity on vascular complications and
mortality in patients with type 2 diabetes mellitus. Diabetes Obes Metab 15: 1008-1012, 2013

Sone H, Tanaka S, Tanaka S, et al: Leisure-time physical activity is a significant predictor of stroke and
total mortality in Japanese patients with type 2 diabetes: analysis from the Japan Diabetes Complications
Study (JDCS). Diabetologia 56: 1021-1030, 2013

Tielemans SM, Soedamah-Muthu SS, De Neve M, et al: Association of physical activity with all-cause
mortality and incident and prevalent cardiovascular disease among patients with type 1 diabetes: the
EURODIAB Prospective Complications Study. Diabetologia 56: 82-91, 2013

263



49)

50)

51)

52)

53)

54)
55)
56)

57)

58)

59)

60)

61)
62)

63)

64)

65)

66)

67)

63)

69)
70)

71)

Yates T, Haffner SM, Schulte PJ, et al: Association between change in daily ambulatory activity and car-

diovascular events in people with impaired glucose tolerance (NAVIGATOR trial): a cohort analysis.

Lancet 383: 1059-1066, 2014

Al-Delaimy WK, Manson JE, Solomon CG, et al: Smoking and risk of coronary heart disease among

women with type 2 diabetes mellitus. Arch Intern Med 162: 273-279, 2002

Qin R, Chen T, Lou Q, Yu D: Excess risk of mortality and cardiovascular events associated with smoking

among patients with diabetes: meta-analysis of observational prospective studies. Int ] Cardiol 167: 342-

350, 2013

Goldberg RB, Orchard TJ, Crandall JP, et al: Effects of long-term metformin and lifestyle interventions on

cardiovascular events in the Diabetes Prevention Program and Its Outcome Study. Circulation 145: 1632-

1641, 2022

Strelitz J, Lawlor ER, Wu Y, et al: Association between weight change and incidence of cardiovascular dis-

ease events and mortality among adults with type 2 diabetes: a systematic review of observational studies

and behavioural intervention trials. Diabetologia 65: 424-439, 2022

Look AHEAD Study Group: Association between change in accelerometer-measured and self-reported

physical activity and cardiovascular disease in the Look AHEAD Trial. Diabetes Care 45: 742-749, 2022

Schellenberg ES, Dryden DM, Vandermeer B, et al: Lifestyle interventions for patients with and at risk for

type 2 diabetes: a systematic review and meta-analysis. Ann Intern Med 159: 543-551, 2022

Look AHEAD Research Group; Wing RR, Bolin P, Brancati FL, et al: Cardiovascular effects of intensive

lifestyle intervention in type 2 diabetes. N Engl ] Med 369: 145-154, 2013

Sone H, Tanaka S, limuro S, et al: Long-term lifestyle intervention lowers the incidence of stroke in Japan-

ese patients with type 2 diabetes: a nationwide multicentre randomised controlled trial (the Japan Dia-

betes Complications Study). Diabetologia 53: 419-428, 2010

Johnson BL, Blackhurst DW, Latham BB, et al: Bariatric surgery is associated with a reduction in major

macrovascular and microvascular complications in moderately to severely obese patients with type 2 dia-

betes mellitus. ] Am Coll Surg 216: 545-556; discussion 556-558, 2013

Sjostrom L, Peltonen M, Jacobson P, et al: Association of bariatric surgery with long-term remission of

type 2 diabetes and with microvascular and macrovascular complications. JAMA 311: 2297-2304, 2014

Berger SE, Huggins GS, McCaffery JM, et al: Change in cardiometabolic risk factors associated with mag-

nitude of weight regain 3 years after a 1-year intensive lifestyle intervention in type 2 diabetes mellitus:

The Look AHEAD Trial. ] Am Heart Assoc 8: e010951, 2014

Schauer PR, Bhatt DL, Kirwan JP, et al: Bariatric surgery versus intensive medical therapy for diabetes: 5-

year outcomes. N Engl ] Med 376: 641-651, 2017

Courcoulas AP, King WC, Belle SH, et al: Seven-year weight trajectories and health outcomes in the Lon-

gitudinal Assessment of Bariatric Surgery (LABS) Study. JAMA Surg 153: 427, 2018

Syn NL, Cummings DE, Wang LZ, et al: Association of metabolic-bariatric surgery with long-term sur-

vival in adults with and without diabetes: a one-stage meta-analysis of matched cohort and prospective

controlled studies with 174 772 participants. Lancet 397: 1830-1841, 2021

Van Veldhuisen SL, Gorter TM, Van Woerden G, et al: Bariatric surgery and cardiovascular disease: a sys-

tematic review and meta-analysis. Eur Heart J 43: 1955-1969, 2021

de Vries TI, Dorresteijn JAN, van der Graaf Y, et al: Heterogeneity of treatment effects from an intensive

lifestyle weight loss intervention on cardiovascular events in patients with type 2 diabetes: data from the

Look AHEAD Trial. Diabetes Care 42: 1988-1994, 2021

Lee AK, Woodward M, Wang D, et al: The risks of cardiovascular disease and mortality following weight

change in adults with diabetes: results from ADVANCE. J Clin Endocrinol Metab 105: 152-162, 2020

Roussel R, Steg PG, Mohammedi K, et al: Prevention of cardiovascular disease through reduction of gly-

caemic exposure in type 2 diabetes: a perspective on glucose-lowering interventions. Diabetes Obes

Metab 20: 238-244, 2018 [LN)L 1+]

Stratton IM, Adler Al, Neil HA, et al: Association of glycaemia with macrovascular and microvascular

complications of type 2 diabetes (UKPDS 35): prospective observational study. BMJ 321: 405-412, 2000
LRIV 2]

Writing Group for the DERG, Orchard TJ, Nathan DM, Zinman B, et al: Association between 7 years of

intensive treatment of type 1 diabetes and long-term mortality. JAMA 313: 45-53, 2015 [L/N)L 1]

Selvin E, Marinopoulos S, Berkenblit G, et al: Meta-analysis: glycosylated hemoglobin and cardiovascular

disease in diabetes mellitus. Ann Intern Med 141: 421-431, 2004

Benn M, Emanuelsson F, Tybjaerg-Hansen A, Nordestgaard BG: Impact of high glucose levels and glu-

cose lowering on risk of ischaemic stroke: a Mendelian randomisation study and meta-analysis. Dia-

264



128 fBRRERMEE

72)

73)

74)

75)
76)

77)

78)

79)
80)
81)

82)

83)

84)

85)

86)
87)
83)
89)
90)

91)

92)

93)

94)

betologia 64: 1492-1503, 2021

Boussageon R, Bejan-Angoulvant T, Saadatian-Elahi M, et al: Effect of intensive glucose lowering treat-
ment on all cause mortality, cardiovascular death, and microvascular events in type 2 diabetes: meta-
analysis of randomised controlled trials. BM] 343: d4169, 2011

Hemmingsen B, Lund SS, Gluud C, et al: Targeting intensive glycaemic control versus targeting conven-
tional glycaemic control for type 2 diabetes mellitus. Cochrane Database Syst Rev (11): CD008143, 2013
Kahler P, Grevstad B, Almdal T, et al: Targeting intensive versus conventional glycaemic control for type
1 diabetes mellitus: a systematic review with meta-analyses and trial sequential analyses of randomised
clinical trials. BMJ Open 4: e004306, 2014

Fullerton B, Jeitler K, Seitz M, et al: Intensive glucose control versus conventional glucose control for type
1 diabetes mellitus. Cochrane Database Syst Rev (2): CD009122, 2014

Huang CJ, Wang WT, Sung SH, et al: Revisiting “intensive’ blood glucose control: a causal directed acyclic
graph-guided systematic review of randomized controlled trials. Diabetes Obes Metab 24: 2341-2352, 2022
Maiorino MI, Longo M, Scappaticcio L, et al: Improvement of glycemic control and reduction of major
cardiovascular events in 18 cardiovascular outcome trials: an updated meta-regression. Cardiovasc Dia-
betol 20: 210, 2021

Giugliano D, Maiorino MI, Bellastella G, et al: Glycemic control, preexisting cardiovascular disease, and
risk of major cardiovascular events in patients with type 2 diabetes mellitus: systematic review with meta-
analysis of cardiovascular outcome trials and intensive glucose control trials. ] Am Heart Assoc 8:
€012356, 2019

Holman RR, Paul SK, Bethel MA, et al: 10-year follow-up of intensive glucose control in type 2 diabetes. N
Engl ] Med 359: 1577-1589, 2008

Gerstein HC, Miller ME, Ismail-Beigi F, et al: Effects of intensive glycaemic control on ischaemic heart dis-
ease: analysis of data from the randomised, controlled ACCORD trial. Lancet 384: 1936-1941, 2014
Hayward RA, Reaven PD, Emanuele NV, Investigators V: Follow-up of glycemic control and cardiovas-
cular outcomes in type 2 diabetes. N Engl ] Med 373: 978, 2015

Prattichizzo F, de Candia P, De Nigris V, et al: Legacy effect of intensive glucose control on major adverse
cardiovascular outcome: Systematic review and meta-analyses of trials according to different scenarios.
Metabolism 110: 154308, 2020

Goto A, Arah OA, Goto M, et al: Severe hypoglycaemia and cardiovascular disease: systematic review
and meta-analysis with bias analysis. BM] 347: {4533, 2013

Fatemi O, Yuriditsky E, Tsioufis C, et al: Impact of intensive glycemic control on the incidence of atrial fib-
rillation and associated cardiovascular outcomes in patients with type 2 diabetes mellitus (from the
Action to Control Cardiovascular Risk in Diabetes Study). Am ] Cardiol 114: 1217-1222, 2014

UK Prospective Diabetes Study (UKPDS) Group: Effect of intensive blood-glucose control with metformin
on complications in overweight patients with type 2 diabetes (UKPDS 34). UK Prospective Diabetes Study
(UKPDS) Group. Lancet 352: 854-865, 1998

Boussageon R, Supper I, Bejan-Angoulvant T, et al: Reappraisal of metformin efficacy in the treatment of
type 2 diabetes: a meta-analysis of randomised controlled trials. PLoS Med 9: 1001204, 2012

Van de Laar FA, Lucassen PL, Akkermans RP, et al: Alpha-glucosidase inhibitors for type 2 diabetes mel-
litus. Cochrane Database Syst Rev (2): CD003639, 2005

Green JB, Bethel MA, Armstrong PW, et al: Effect of sitagliptin on cardiovascular outcomes in type 2 dia-
betes. N Engl ] Med 373: 232-242, 2015

Scirica BM, Bhatt DL, Braunwald E, et al: Saxagliptin and cardiovascular outcomes in patients with type 2
diabetes mellitus. N Engl ] Med 369: 1317-1326, 2013

White WB, Cannon CP, Heller SR, et al: Alogliptin after acute coronary syndrome in patients with type 2
diabetes. N Engl ] Med 369: 1327-1335, 2013

Rosenstock ], Perkovic V, Johansen OE, et al: Effect of linagliptin vs placebo on major cardiovascular
events in adults with type 2 diabetes and high cardiovascular and renal risk: The CARMELINA Random-
ized Clinical Trial. JAMA 321: 69-79, 2019

Dormandy JA, Charbonnel B, Eckland D], et al: Secondary prevention of macrovascular events in patients
with type 2 diabetes in the PROactive Study (PROspective pioglitAzone Clinical Trial In macroVascular
Events): a randomised controlled trial. Lancet 366: 1279-1289, 2005

Kaku K, Daida H, Kashiwagi A, et al: Long-term effects of pioglitazone in Japanese patients with type 2
diabetes without a recent history of macrovascular morbidity. Curr Med Res Opin 25: 2925-2932, 2009
Yoshii H, Onuma T, Yamazaki T, et al: Effects of pioglitazone on macrovascular events in patients with
type 2 diabetes mellitus at high risk of stroke: the PROFIT-]J study. J Atheroscler Thromb 21: 563-573, 2014

265



95)

9)
97)
98)
99)

100)

101)

102)

103)

104)

105)

106)

107)

108)

109)

110)

111)

112)

113)

114)

115)

Vaccaro O, Masulli M, Nicolucci A, et al: Effects on the incidence of cardiovascular events of the addition
of pioglitazone versus sulfonylureas in patients with type 2 diabetes inadequately controlled with met-
formin (TOSCA.IT): a randomised, multicentre trial. Lancet Diabetes Endocrinol 5: 887-897, 2017

ORIGIN Trial Investigators; Gerstein HC, Bosch ], Dagenais GR, et al: Basal insulin and cardiovascular
and other outcomes in dysglycemia. N Engl ] Med 367: 319-328, 2012

Gaede J, Oellgaard J, Ibsen R, et al: A cost analysis of intensified vs conventional multifactorial therapy in
individuals with type 2 diabetes: a post hoc analysis of the Steno-2 study. Diabetologia 62: 147-155, 2019
Zinman B, Wanner C, Lachin JM, et al: Empagliflozin, cardiovascular outcomes, and mortality in type 2
diabetes. N Engl ] Med 373: 2117-2128, 2015 [~ 1]

Neal B, Perkovic V, Matthews DR: Canagliflozin and cardiovascular and renal events in type 2 diabetes.
N Engl ] Med 377: 2099, 2017 [L/~N)L 1]

Kosiborod M, Cavender MA, Fu AZ, et al: Lower risk of heart failure and death in patients initiated on
sodium-glucose cotransporter-2 inhibitors versus other glucose-lowering drugs: The CVD-REAL Study
(Comparative Effectiveness of Cardiovascular Outcomes in New Users of Sodium-Glucose Cotrans-
porter-2 Inhibitors). Circulation 136: 249-259, 2017 [N 1]

Wiviott SD, Raz I, Bonaca MP, et al: Dapagliflozin and cardiovascular outcomes in type 2 diabetes. N Engl
J Med 380: 347-357, 2019 [N 1]

Zelniker TA, Wiviott SD, Raz [, et al: SGLT2 inhibitors for primary and secondary prevention of cardio-
vascular and renal outcomes in type 2 diabetes: a systematic review and meta-analysis of cardiovascular
outcome trials. Lancet 393: 31-39, 2019 [LANJL 1+]

Perkovic V, Jardine MJ, Neal B, et al: Canagliflozin and renal outcomes in type 2 diabetes and nephropa-
thy. N Engl ] Med 380: 2295-2306, 2019

Mahaffey KW, Neal B, Perkovic V, et al: Canagliflozin for primary and secondary prevention of cardio-
vascular events: results from the CANVAS Program (Canagliflozin Cardiovascular Assessment Study).
Circulation 137: 323-334, 2018

Mahaffey KW, Jardine MJ, Bompoint S, et al: Canagliflozin and cardiovascular and renal outcomes in type
2 diabetes mellitus and chronic kidney disease in primary and secondary cardiovascular prevention
groups. Circulation 140: 739-750, 2019

Kaku K, Wanner C, Anker SD, et al: The effect of empagliflozin on the total burden of cardiovascular and
hospitalization events in the Asian and non-Asian populations of the EMPA-REG OUTCOME trial of
patients with type 2 diabetes and cardiovascular disease. Diabetes Obes Metab 24: 662-674, 2022

Wada T, Mori-Anai K, Kawaguchi Y, et al: Renal, cardiovascular and safety outcomes of canagliflozin in
patients with type 2 diabetes and nephropathy in East and South-East Asian countries: results from the
canagliflozin and renal events in diabetes with established nephropathy clinical evaluation Trial. ] Dia-
betes Investig 13: 54-64, 2022

Monteiro P, Bergenstal RM, Toural E, et al: Efficacy and safety of empagliflozin in older patients in the
EMPA-REG OUTCOME? trial. Age Ageing 48: 859-866, 2019

Giugliano D, Longo M, Maiorino MI, et al: Efficacy of SGLT-2 inhibitors in older adults with diabetes:
Systematic review with meta-analysis of cardiovascular outcome trials. Diabetes Res Clin Pract 162:
108114, 2020

Waijer SW, Vart P, Cherney DZI, et al: Effect of dapagliflozin on kidney and cardiovascular outcomes by
baseline KDIGO risk categories: a post hoc analysis of the DAPA-CKD trial. Diabetologia 65: 1085-1097,
2022

Tsai WH, Chuang SM, Liu SC, et al: Effects of SGLTZ inhibitors on stroke and its subtypes in patients with
type 2 diabetes: a systematic review and meta-analysis. Sci Rep 11: 15364, 2021

Lin DS, Lee JK, Hung CS, Chen WJ: The efficacy and safety of novel classes of glucose-lowering drugs for
cardiovascular outcomes: a network meta-analysis of randomised clinical trials. Diabetologia 64: 2676-
2686, 2021

Suzuki Y, Kaneko H, Okada A, et al: Comparison of cardiovascular outcomes between SGLTZ inhibitors
in diabetes mellitus. Cardiovasc Diabetol 21: 67, 2022

Koshizaka M, Ishikawa K, Ishibashi R, et al: Comparing the effects of ipragliflozin versus metformin on
visceral fat reduction and metabolic dysfunction in Japanese patients with type 2 diabetes treated with
sitagliptin: a prospective, multicentre, open-label, blinded-endpoint, randomized controlled study
(PRIME-V study). Diabetes Obes Metab 21: 1990-1995, 2019

Docherty KF, Jhund PS, Anand I, et al: Effect of dapagliflozin on outpatient worsening of patients with
heart failure and reduced ejection fraction: a prespecified analysis of DAPA-HF. Circulation 142: 1623-
1632, 2020 [L~JL 1]

266



128 fBRRERMEE

116)

117)

118)

119)
120)

121)

122)

123)

124)

125)

126)

127)

128)
129)

130)

131)

132)
133)
134)

135)

136)

137)

138)

McMurray JJV, Solomon SD, Inzucchi SE, et al: Dapagliflozin in patients with heart failure and reduced
ejection fraction. N Engl ] Med 381: 1995-2008, 2019 [L~)L 1]

Butt JH, Nicolau JC, Verma S, et al: Efficacy and safety of dapagliflozin according to aetiology in heart fail-
ure with reduced ejection fraction: insights from the DAPA-HF trial. Eur ] Heart Fail 23: 601-613, 2021 [L/
~NIL 1]

Petrie MC, Verma S, Docherty KF, et al: Effect of dapagliflozin on worsening heart failure and cardiovas-
cular death in patients with heart failure with and without diabetes. JAMA 323: 1353-1368, 2020 [L/ X)L
1]

Packer M, Anker SD, Butler J, et al: Cardiovascular and renal outcomes with empagliflozin in heart fail-
ure. N Engl ] Med 383: 1413-1424, 2020 [L/~NJL 1]

Anker SD, Butler ], Packer M: Empagliflozin in heart failure with a preserved ejection fraction. Reply. N
Engl ] Med 386: €57, 2022 [L/N)L 1]

Kaku K, Lee ], Mattheus M, et al: Empagliflozin and cardiovascular outcomes in asian patients with type 2
diabetes and established cardiovascular disease - results from EMPA-REG OUTCOME?®. Circ J 81: 227-
234, 2022

Zhao L, Guo W, Huang W, et al: Benefit of sodium-glucose cotransporter-2 inhibitors on survival out-
come is related to the type of heart failure: a meta-analysis. Diabetes Res Clin Pract 187: 109871, 2022
Nassif ME, Windsor SL, Borlaug BA, et al: The SGLT2 inhibitor dapagliflozin in heart failure with pre-
served ejection fraction: a multicenter randomized trial. Nat Med 27: 1954-1960, 2021

Jensen J, Omar M, Kistorp C, et al: Effects of empagliflozin on estimated extracellular volume, estimated
plasma volume, and measured glomerular filtration rate in patients with heart failure (Empire HF Renal):
a prespecified substudy of a double-blind, randomised, placebo-controlled trial. Lancet Diabetes
Endocrinol 9: 106-116, 2021

Hoshika Y, Kubota Y, Mozawa K, et al: Effect of empagliflozin versus placebo on body fluid balance in
patients with acute myocardial infarction and type 2 diabetes mellitus: subgroup analysis of the EMBODY
Trial. ] Card Fail 28: 56-64, 2022

Requena-Ibanez JA, Santos-Gallego CG, Rodriguez-Cordero A, et al: Mechanistic Insights of
empagliflozin in nondiabetic patients with HFrEF: From the EMPA-TROPISM Study. JACC Heart Fail 9:
578-589, 2021

Omar M, Jensen J, Kistorp C, et al: The effect of empagliflozin on growth differentiation factor 15 in
patients with heart failure: a randomized controlled trial (Empire HF Biomarker). Cardiovasc Diabetol 21:
34,2022

Marso SP, Bain SC, Consoli A, et al: Semaglutide and cardiovascular outcomes in patients with type 2 dia-
betes. N Engl ] Med 375: 1834-1844, 2016 [L//~\)L 1]

Marso SP, Daniels GH, Brown-Frandsen K, et al: Liraglutide and cardiovascular outcomes in type 2 dia-
betes. N Engl ] Med 375: 311-322, 2016 [L\)L 1]

Gerstein HC, Colhoun HM, Dagenais GR, et al: Dulaglutide and cardiovascular outcomes in type 2 dia-
betes (REWIND): a double-blind, randomised placebo-controlled trial. Lancet 394: 121-130, 2019 [LRIL
1]

Sattar N, Lee MMY, Kristensen SL, et al: Cardiovascular, mortality, and kidney outcomes with GLP-1
receptor agonists in patients with type 2 diabetes: a systematic review and meta-analysis of randomised
trials. Lancet Diabetes Endocrinol 9: 653-662, 2021 [L/N)L 1+]

Holman RR, Bethel MA, Mentz R], et al: Effects of Once-Weekly Exenatide on Cardiovascular Outcomes
in Type 2 Diabetes. N Engl ] Med 377: 1228-1239, 2017

Pfeffer MA, Claggett B, Diaz R, et al: Lixisenatide in patients with type 2 diabetes and acute coronary syn-
drome. N Engl ] Med 373: 2247-2257, 2015

Husain M, Birkenfeld AL, Donsmark M, et al: Oral semaglutide and cardiovascular outcomes in patients
with type 2 diabetes. N Engl ] Med 381: 841-851, 2019

Green JB, Hernandez AF, D’ Agostino RB, et al: Harmony outcomes: a randomized, double-blind, placebo-
controlled trial of the effect of albiglutide on major cardiovascular events in patients with type 2 diabetes
mellitus-Rationale, design, and baseline characteristics. Am Heart J 203: 30-38, 2018

Gerstein HC, Sattar N, Rosenstock J, et al: Cardiovascular and renal outcomes with efpeglenatide in type
2 diabetes. N Engl ] Med 385: 896-907, 2021

Lee MMY, Ghouri N, McGuire DK, et al: Meta-analyses of results from randomized outcome trials com-
paring cardiovascular effects of SGLTZ2is and GLP-1RAs in Asian versus white patients with and without
type 2 diabetes. Diabetes Care 44: 1236-1241, 2021

Karagiannis T, Tsapas A, Athanasiadou E, et al: GLP-1 receptor agonists and SGLTZ inhibitors for older

267



139)

140)

141)

142)

143)

144)

145)

146)

147)

148)
149)
150)
151)

152)

153)

154)

155)

156)

157)

158)

159)

160)

people with type 2 diabetes: a systematic review and meta-analysis. Diabetes Res Clin Pract 174: 108737,
2021

Staszewsky L, Baviera M, Tettamanti M, et al: Insulin treatment in patients with diabetes mellitus and
heart failure in the era of new antidiabetic medications. BMJ Open Diabetes Res Care 10: e002708, 2022
Ueda P, Wintzell V, Dahlqwist E, et al: The comparative cardiovascular and renal effectiveness of sodium-
glucose co-transporter-2 inhibitors and glucagon-like peptide-1 receptor agonists: a Scandinavian cohort
study. Diabetes Obes Metab 24: 473-485, 2022

Giugliano D, Longo M, Signoriello S, et al: The effect of DPP-4 inhibitors, GLP-1 receptor agonists and
SGLT-2 inhibitors on cardiorenal outcomes: a network meta-analysis of 23 CVOTs. Cardiovasc Diabetol
21: 42, 2022

Qin J, Song L: Glucagon-like peptide-1 (GLP-1) receptor agonists and cardiovascular events in patients
with type 2 diabetes mellitus: a meta-analysis of double-blind, randomized, placebo-controlled clinical tri-
als. BMC Endocr Disord 22: 125, 2022

Wright AK, Carr MJ, Kontopantelis E, et al: Primary prevention of cardiovascular and heart failure events
with SGLT2 inhibitors, GLP-1 receptor agonists, and their combination in type 2 diabetes. Diabetes Care
45: 909-918, 2022

Yang YS, Chen HH, Huang CN, et al: GLP-1RAs for ischemic stroke prevention in patients with type 2
diabetes without established atherosclerotic cardiovascular disease. Diabetes Care 45: 1184-1192, 2022
Adler Al, Stratton IM, Neil HA, et al: Association of systolic blood pressure with macrovascular and
microvascular complications of type 2 diabetes (UKPDS 36): prospective observational study. BMJ 321:
412-419, 2000 [L~N)L 2]

Emdin CA, Rahimi K, Neal B, et al: Blood pressure lowering in type 2 diabetes: a systematic review and
meta-analysis. JAMA 313: 603-615, 2015 [L/NJL 1+]

Reboldi G, Gentile G, Angeli F, et al: Effects of intensive blood pressure reduction on myocardial infarc-
tion and stroke in diabetes: a meta-analysis in 73,913 patients. ] Hypertens 29: 1253-1269, 2011 [L/~\JL
1+]

McBrien K, Rabi DM, Campbell N, et al: Intensive and standard blood pressure targets in patients with
type 2 diabetes mellitus: systematic review and meta-analysis. Arch Intern Med 172: 1296-1303, 2012
Bohm M, Schumacher H, Teo KK, et al: Cardiovascular outcomes and achieved blood pressure in patients
with and without diabetes at high cardiovascular risk. Eur Heart J 40: 2032-2043, 2019

Arguedas JA, Leiva V, Wright JM: Blood pressure targets for hypertension in people with diabetes melli-
tus. Cochrane Database Syst Rev (10): CD008277, 2013

Wright JT Jr, Whelton PK, Reboussin DM: A randomized trial of intensive versus standard blood-pres-
sure control. N Engl ] Med 374: 2294, 2016

Ilkun OL, Greene T, Cheung AK, et al: The influence of baseline diastolic blood pressure on the effects of
intensive blood pressure lowering on cardiovascular outcomes and all-cause mortality in type 2 diabetes.
Diabetes Care 43: 1878-1884, 2020

SPRINT Research Group; Wright JT Jr, Williamson JD, Whelton PK, et al: A randomized trial of intensive
versus standard blood-pressure control. N Engl ] Med 373: 2103-2116, 2015

Bress AP, King JB, Kreider KE, et al: Effect of intensive versus standard blood pressure treatment accord-
ing to baseline prediabetes status: a post hoc analysis of a randomized trial. Diabetes Care 40: 1401-1408,
2017

Byrne C, Pareek M, Vaduganathan M, et al: Intensive blood pressure lowering in different age categories:
insights from the Systolic Blood Pressure Intervention Trial. Eur Heart ] Cardiovasc Pharmacother 6: 356-
363, 2020

de Vries FM, Kolthof J, Postma M]J, et al: Efficacy of standard and intensive statin treatment for the sec-
ondary prevention of cardiovascular and cerebrovascular events in diabetes patients: a meta-analysis.
PLoS One 9: 111247, 2014 [L/N)L 1+]

de Vries FM, Denig P, Pouwels KB, et al: Primary prevention of major cardiovascular and cerebrovascular
events with statins in diabetic patients: a meta-analysis. Drugs 72: 2365-2373, 2012 [L/~X)L 1+]

Keech A, Simes R], Barter P, et al: Effects of long-term fenofibrate therapy on cardiovascular events in
9795 people with type 2 diabetes mellitus (the FIELD study): randomised controlled trial. Lancet 366:
1849-1861, 2005 [L~N)L 2]

Oikawa S, Yokoyama M, Origasa H, et al: Suppressive effect of EPA on the incidence of coronary events
in hypercholesterolemia with impaired glucose metabolism: sub-analysis of the Japan EPA Lipid Inter-
vention Study (JELIS). Atherosclerosis 206: 535-539, 2009 [L/X\)L 2]

Bhatt DL, Steg PG, Miller M, et al: Cardiovascular risk reduction with icosapent ethyl for hypertriglyc-

268



128 fBRRERMEE

161)

162)

163)

164)

165)

166)

167)

168)
169)

170)

171)

172)

173)
174)
175)
176)
177)

178)

179)
180)

181)

eridemia. N Engl ] Med 380: 11-22, 2019 [L/N)L 2]

Yang XH, Tu QM, Li L, et al: Triglyceride-lowering therapy for the prevention of cardiovascular events,
stroke, and mortality in patients with diabetes: a meta-analysis of randomized controlled trials. Athero-
sclerosis 2023: 117187, 2023 [L~N)L 2]

ACCORD Study Group; Ginsberg HN, Elam MB, Lovato LC, et al: Effects of combination lipid therapy in
type 2 diabetes mellitus. N Engl ] Med 362: 1563-1574, 2010 [L//\)L 2]

Collins R, Armitage J, Parish S, et al; Heart Protection Study Collaborative G: MRC/BHF Heart Protection
Study of cholesterol-lowering with simvastatin in 5963 people with diabetes: a randomised placebo-con-
trolled trial. Lancet 361: 2005-2016, 2003

Colhoun HM, Betteridge DJ, Durrington PN, et al: Primary prevention of cardiovascular disease with
atorvastatin in type 2 diabetes in the Collaborative Atorvastatin Diabetes Study (CARDS): multicentre
randomised placebo-controlled trial. Lancet 364: 685-696, 2004

Tajima N, Kurata H, Nakaya N, et al: Pravastatin reduces the risk for cardiovascular disease in Japanese
hypercholesterolemic patients with impaired fasting glucose or diabetes: diabetes subanalysis of the Man-
agement of Elevated Cholesterol in the Primary Prevention Group of Adult Japanese (MEGA) Study. Ath-
erosclerosis 199: 455-462, 2008

Cholesterol Treatment Trialists” (CTT) Collaborators; Kearney PM, Blackwell L, Collins R, et al: Efficacy of
cholesterol-lowering therapy in 18,686 people with diabetes in 14 randomised trials of statins: a meta-
analysis. Lancet 371: 117-125, 2008

Wang N, Fulcher ], Abeysuriya N, et al: Intensive LDL cholesterol-lowering treatment beyond current rec-
ommendations for the prevention of major vascular events: a systematic review and meta-analysis of ran-
domised trials including 327 037 participants. Lancet Diabetes Endocrinol 8: 36-49, 2020

Cannon CP, Blazing MA, Giugliano RP, et al: Ezetimibe added to statin therapy after acute coronary syn-
dromes. N Engl ] Med 372: 2387-2397, 2015

Wanner C, Krane V, Marz W, et al: Atorvastatin in patients with type 2 diabetes mellitus undergoing
hemodialysis. N Engl ] Med 353: 238-248, 2005

Sabatine MS, Leiter LA, Wiviott SD, et al: Cardiovascular safety and efficacy of the PCSK9 inhibitor
evolocumab in patients with and without diabetes and the effect of evolocumab on glycaemia and risk of
new-onset diabetes: a prespecified analysis of the FOURIER randomised controlled trial. Lancet Diabetes
Endocrinol 5: 941-950, 2017

Itoh H, Komuro I, Takeuchi M, et al: Intensive treat-to-target statin therapy in high-risk Japanese patients
with hypercholesterolemia and diabetic retinopathy: report of a randomized study. Diabetes Care 41:
1275-1284, 2018

Itoh H, Komuro I, Takeuchi M, et al: Achieving LDL cholesterol target levels <1.81 mmol/L may provide
extra cardiovascular protection in patients at high risk: Exploratory analysis of the Standard Versus Inten-
sive Statin Therapy for Patients with Hypercholesterolaemia and Diabetic Retinopathy study. Diabetes
Obes Metab 21: 791-800, 2019

Robins SJ, Collins D, Wittes JT, et al: Relation of gemfibrozil treatment and lipid levels with major coro-
nary events: VA-HIT: a randomized controlled trial. JAMA 285: 1585-1591, 2019

Sampson UK, Fazio S, Linton MF: Residual cardiovascular risk despite optimal LDL cholesterol reduction
with statins: the evidence, etiology, and therapeutic challenges. Curr Atheroscler Rep 14: 1-10, 2012

Das Pradhan A, Glynn R], Fruchart JC, et al: Triglyceride lowering with pemafibrate to reduce cardiovas-
cular risk. N Engl ] Med 387: 1923-1934, 2022

ORIGIN Trial Investigators; Bosch J, Gerstein HC, Dagenais GR, Wallendszus K, et al: n-3 fatty acids and
cardiovascular outcomes in patients with dysglycemia. N Engl ] Med 367: 309-318, 2012

ASCEND Study Collaborative Group; Bowman L, Matham M, et al: Effects of n-3 fatty acid supplements
in diabetes mellitus. N Engl ] Med 379: 1540-1550, 2018

Nicholls 8], Lincoff AM, Garcia M, et al: Effect of high-dose omega-3 fatty acids vs corn oil on major
adverse cardiovascular events in patients at high cardiovascular risk: The STRENGTH Randomized Clini-
cal Trial. JAMA 324: 2268-2280, 2020

Maki KC, Guyton JR, Orringer CE, et al: Triglyceride-lowering therapies reduce cardiovascular disease
event risk in subjects with hypertriglyceridemia. J Clin Lipidol 10: 905-914, 2016

Jakob T, Nordmann AJ, Schandelmaier S, et al: Fibrates for primary prevention of cardiovascular disease
events. Cochrane Database Syst Rev (11): CD009753, 2016

Antithrombotic Trialists” Collaboration: Collaborative meta-analysis of randomised trials of antiplatelet
therapy for prevention of death, myocardial infarction, and stroke in high risk patients. BMJ 324: 71-36,
2002 [LA)L 2]

269



182)

183)
184)

185)

186)

187)

188)

189)

190)

191)

192)

193)

194)

195)

196)

197)

198)

199)
200)
201)

202)

203)

204)

Antithrombotic Trialists” Collaboration: Baigent C, Blackwell L, Collins R, et al: Aspirin in the primary
and secondary prevention of vascular disease: collaborative meta-analysis of individual participant data
from randomised trials. Lancet 373: 1849-1860, 2009

Simpson SH, Gamble JM, Mereu L, Chambers T: Effect of aspirin dose on mortality and cardiovascular
events in people with diabetes: a meta-analysis. ] Gen Intern Med 26: 1336-1344, 2011

Gent M, Blakely JA, Easton JD, et al: The Canadian American Ticlopidine Study (CATS) in thromboem-
bolic stroke. Lancet 1: 1215-1220, 1989

Hass WK, Easton JD, Adams HP Jr, et al: A randomized trial comparing ticlopidine hydrochloride with
aspirin for the prevention of stroke in high-risk patients. Ticlopidine Aspirin Stroke Study Group. N Engl
J Med 321: 501-507, 1989

Bhatt DL, Marso SP, Hirsch AT, et al: Amplified benefit of clopidogrel versus aspirin in patients with dia-
betes mellitus. Am ] Cardiol 90: 625-628, 2002

Sacco RL, Diener HC, Yusuf S, et al: Aspirin and extended-release dipyridamole versus clopidogrel for
recurrent stroke. N Engl ] Med 359: 1238-1251, 2008

Wiviott SD, Braunwald E, Angiolillo DJ, et al: Greater clinical benefit of more intensive oral antiplatelet
therapy with prasugrel in patients with diabetes mellitus in the trial to assess improvement in therapeutic
outcomes by optimizing platelet inhibition with prasugrel-Thrombolysis in Myocardial Infarction 38. Cir-
culation 118: 1626-1636, 2008

Valentine N, Van de Laar FA, van Driel ML: Adenosine-diphosphate (ADP) receptor antagonists for the
prevention of cardiovascular disease in type 2 diabetes mellitus. Cochrane Database Syst Rev 11:
CD005449, 2012

Shinoda-Tagawa T, Yamasaki Y, Yoshida S, et al: A phosphodiesterase inhibitor, cilostazol, prevents the
onset of silent brain infarction in Japanese subjects with Type II diabetes. Diabetologia 45: 188-194, 2002
Shinohara Y, Gotoh F, Tohgi H, et al: Antiplatelet cilostazol is beneficial in diabetic and/or hypertensive
ischemic stroke patients. Subgroup analysis of the cilostazol stroke prevention study. Cerebrovasc Dis 26:
63-70, 2008

Ogawa H. [Series, clinical study from Japan and its reflections; Japanese Primary Prevention of Athero-
sclerosis with Aspirin for Diabetes (JPAD) Trial]. Nihon Naika Gakkai Zasshi 100: 218-223, 2011
Zabel-Langhennig R, Ruttmann B, Schiele I, et al: [5-year controlled therapy study on the prevention of
diabetic angiopathy with the platelet-function inhibitor acetylsalicylic acid]. Z Gesamte Inn Med 37: 661-
665, 1982

Aspirin effects on mortality and morbidity in patients with diabetes mellitus. Early Treatment Diabetic
Retinopathy Study report 14. ETDRS Investigators. JAMA 268: 1292-1300, 1992

Belch J, MacCuish A, Campbell I, et al: The prevention of progression of arterial disease and diabetes
(POPADAD) trial: factorial randomised placebo controlled trial of aspirin and antioxidants in patients
with diabetes and asymptomatic peripheral arterial disease. BMJ 337: a1840, 2008

Steering Committee of the Physicians’ Health Study Research G: Final report on the aspirin component of
the ongoing Physicians’ Health Study. N Engl ] Med 321: 129-135, 1989

Hansson L, Zanchetti A, Carruthers SG, et al: Effects of intensive blood-pressure lowering and low-dose
aspirin in patients with hypertension: principal results of the Hypertension Optimal Treatment (HOT)
randomised trial. HOT Study Group. Lancet 351: 1755-1762, 1998

Sacco M, Pellegrini F, Roncaglioni MC, et al: Primary prevention of cardiovascular events with low-dose
aspirin and vitamin E in type 2 diabetic patients: results of the Primary Prevention Project (PPP) trial. Dia-
betes Care 26: 3264-3272, 2003

Ridker PM, Cook NR, Lee IM, et al: A randomized trial of low-dose aspirin in the primary prevention of
cardiovascular disease in women. N Engl ] Med 352: 1293-1304, 2005

De Berardis G, Sacco M, Strippoli GF, et al: Aspirin for primary prevention of cardiovascular events in
people with diabetes: meta-analysis of randomised controlled trials. BMJ 339: b4531, 2009

Xie M, Shan Z, Zhang Y, et al: Aspirin for primary prevention of cardiovascular events: meta-analysis of
randomized controlled trials and subgroup analysis by sex and diabetes status. PLoS One 9: 90286, 2014
Ikeda Y, Shimada K, Teramoto T, et al: Low-dose aspirin for primary prevention of cardiovascular events
in Japanese patients 60 years or older with atherosclerotic risk factors: a randomized clinical trial. JAMA
312: 2510-2520, 2014

Ong G, Davis TM, Davis WA: Aspirin is associated with reduced cardiovascular and all-cause mortality
in type 2 diabetes in a primary prevention setting: the Fremantle Diabetes study. Diabetes Care 33: 317-
321, 2010

Okada S, Morimoto T, Ogawa H, et al: Differential effect of low-dose aspirin for primary prevention of

270



128 fBRRERMEE

205)

206)

atherosclerotic events in diabetes management: a subanalysis of the JPAD trial. Diabetes Care 34: 1277-
1283, 2011

Soejima H, Ogawa H, Morimoto T, et al: Aspirin reduces cerebrovascular events in type 2 diabetic
patients with poorly controlled blood pressure. Subanalysis from the JPAD trial. Circ ] 76: 1526-1532, 2012
ASCEND Study Collaborative Group; Bowman L, Matham M, Wallendszus K, et al: Effects of aspirin for
primary prevention in persons with diabetes mellitus. N Engl ] Med 379: 1529-1539, 2018

(BEEULEER]

a)
b)

)

d)
e)

f)

AARNRE S (i) TIHELBIIRBELEORBWT - i6iRet I, A 74 AN b Ea—>, 2007
HAMEBR G, HAMERE S (BEB) - BHUGHREEICB 0 2 IERGH OB - PP - HRICET 5
AVEYHRAAT— P AV b, MILE, 2020

HABIREEA L (i)« BUIRREALMIRE TR A4 7 4 > 2022 4FhR, O ABIRAE L=<, p.34-38, 2022
AAREAEEYS, BARRFEES (5 - %) -’ aiRmr 4§74 > 2023, miLa, 2023
HAHE R pi2E 2 [ SGLT2 FHESE ORI 5 2 & H & ] - FEPRIIHHRIZ 51T 5 SGLT2 BHESE O IR
2B ¥ % Recommendation (2022 4 7 JJ 26 HELE])

http://www jds.or.jp/uploads/files/recommendation/SGLT2.pdf [2024 4% 4 H 22 HH %]

VI EORHS, TR, OKHIHERT (34> © 2 BRI OSMFRED 7V T) X2 (55 2 ). FEIRI 66: 715-

733, 2023

271



PITARSIRF=TI

X I—R PIE
24) Metz JA, BMI 25 Bl EDREE
2000 ERECBMEZS
RCT I 25E8&(183AN)
LRIV E2BIERREBS
(1M9N). FHEH
542 #%. PAUH
25) Esposito K,  BMI 25 ) ECKB
2009 R D HT AR FEE L 2
RCT EIfERKZE (215
LNV N). FHFE 52.2
% AIUF
26) Look FAUR16 VY —
AHEAD, 2010 T BMI 25 k («
RCT YRUVBEZBET
[LRIL1] F27B0 k) @28
18 PR % 2 & (5,145
A). T 58.8
53
67) RousselR, A DVANCE
2018 ACCORD, VADT,
MA UKPDS, DCCT
[LRNIL1+] KUMAMOTO,

68) Stratton IM,

2000
BIEEIR—b
[LARIL 2]

69) DCCT/EDIC,
2015

RCT
[b~IL1]

98) Zinman B,
2015
RCT
[LRIL1]

TECOSm SAVOR,
ELIXA, ORIGIN,
LOOK AHEAD 73&:
D 2 BIERIRE
NERE b?’;k%ﬁ?ﬁﬁﬁ
PREtER

AFURTERMSN
TW3 UKPDS [C &
SRS 2 BINEERYR
BE (3,642 0)

X &
=S n
CCT/EDIC :
1z 1 BUAE PR SRS
(1,441 N)

DMEANY ~URX
I E<H DIREER
BRI TN 25
%)ﬁ 5 B & (7,028

N
rpt

s}
A
i S
oy

HOAN

\r
i

[12&]

P

TENREED T %=
BOT e CHERS
NCLWEIRERE
mlcUIeBBICLD
NAE vs. BEBEE
[52 JEREHf

R ER
2% vs. ADA # B %
BEAERE:. —RETHM
BE : BRFAEE
DR, —REM
EHE: A& miE-
DMEJURT T 77
g —DZAL [ERRE
& 4 £F]

EEBEUSAEL
AEE vs. BEEUA
B —RFMIEE:
RS, EEE NI,

&R

BENART #E
& 4, mE TC,
LDL-C, HbAlc, &%
EDBEN ERICHE
U, BRHFRBECIE
MmiEEHE LI

R L piE R
BT, ¥ERMIG
REDFRBE BFE
m¥g, omEJRT
2709 —DAERRE
RADERSHS NI

EEEBoE BN
ABTlE, FE, &
EEICE, M4, 1M
FE. BBELUAILAY

m#E, mE BEBEL &Lk

N [ER==HE 4 ]

KAFRRARTHR(CH
172 HbAlc D & 4
#%777&”) Ibaj
Y, TABEED
BICKVIEESIMAE
EREEHARS (% HbATC
X£) ZFHEL/0m
BANYNFEEED
BIfR7ZEIRET

MESHRAR. X
EST(HIEE : BR
BEANYN BR
FEESE, BT
BIREHMIES | D
=, fimch, M0
N, ) mEsE

EDBE vs. LA
& TEFMES:
BT RERE
T BHEAR 27 &]

_(T_//\9 uzgoyy
10 mg or 25m
TSR EE%
’?ﬁﬁlﬁﬁ DIMER
B8, IR
B2, IFEIEHNEE
. BIREHEIRE:
TFEFHHRE+ AL
EPRIDVE(C KD ABE

= U/C

HES
ZFESDMEAN
YhEAICHEBELT
W (r2=0.89 p
< 0.05)

MAEEREE AR

HbATC & 1%E4M <
KU, PERAEEA
NYNDHEEURT
n21%, #ERRE
B 31%, DS
= 14%, f/ImEhE
37%EA Uz

SPAREBHTEE
FERFETU R TN
K H o7z (HR 0.67,
95 % Cl 0.46 ~
0.99, p = 0.045)

IvNZUoOvY
B COXEFNMmER
F TS ERBC L&
UIES M THofe(HR
0.86, 95% CI 0.74
~099, I HMp
<0.001, E#i%p
=0.04). TN
UoOJVETIE,

DMEHERICKDIE
T (HR 0.62, 95 %
Cl 0.49 ~ 0.77, p
<0.001), DARZIC
£BABE (HR 0.65,
95 % Cl 0.50 ~
0.85, p = 0.002),
2FTE (HR 0.68,
95 % Cl 0.57 ~
0.82, p < 0.001)
NEECE, .
BREHmEE TS
SERBEEDIES L
RSN (BEE
p = 0.08)

272

N7 ERREEEIC
AIFEN EHRBAT

n %

(MA/SR, - (MA/SR,
RCTHE) RCTHE)
FW FW
F0 FW
FW FW
FW Fh
FW Fn
FW (3
FW [FW

BRI
FF—HL
[ank:
(MA/SR
DF)

(E39

BN RN
IBHERE  RITEDN
K L)
(MA/SR,  (MA/SR
RCTHE)  OH)

FL) -

[FL) -

[FLY -

(E3 (E3

(39 -

[FL) -

[FLY [FLY



128 fBRRERMEE

NAFRY
27 IFHEW

BRPRAEREIIC
EESAT

FEERE REBINE N7
FE-EL <BHGE REFEOLN

@wxa—K

99) Neal B,
2017

RCT
(LN 1]

100) Kosiborod
M, 2017

RCT
[L~p1]

101) Wiviott SD,
2019

RCT
[L~p1]

102) Zelniker

TA, 20

19
MA
[LRIL1+]

PHE

DMEANY~JZ
IJNDE 2 BUERR
2% (10,142 N)

(1,392,254 A)

T3k

hroJuooy
> (100 mg or
300mg) vs. 7ot
R EZFMES:
DINETE, FEEFEN
IDATEEE, FEEGEN
REEPDEST YR
A~ BlR AT
B 2%, BE
FHIEDEST

URNORRIT T4 7,
BEFR. 6 hED
BEREHRT—INS
BERITP Y F
JEZ BT SGLT2
BHES 3 A D I AE RS
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o), DINEIFED K
OIDARZ(C LD AR,
BREBEOETICOV
THRET

075~ 097 3}*%
4 p <0.001, &
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0.83 ~ 096, p =
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