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CE2TN |
AR OR B EEA R (100mg FUR) s8A G ERAOKREL KA (300mg
M%), BREEARREME A,
& i ]
A5 R XUICECH - 24 5 Ak Y — OGO IR 28 ) AN, AT B — FRXSUDICEER 5 156 71
P A A AE Bl S0 N 2 2R R s R 1) LB o
2 55 = AR AR 2 M Al = 40— PP UM R 28 245 4 T 42 ) AN AR B
A5 HOOONUREE IR R 2 S F . B I AL Bl i o N 2 2R s J A 1) B4
il
A% i AN T 1 R0E PR S8 BB PR B R B (R VAT .
[Hikz]
(1) 100mg; (2) 300mg (LA-RIEFIFIEAKY) (CuHasFOsS) 1)
[AER=]
L FFEA IR T RD
FEFFURARMIRITRT, ROVPASEThRE, JEAEVRIT ARG B AT VG . (S0 LR
D
ST BEAE AR Z I AR ST A R AR B, TR AR IRYT T I IE X P .
(Z0 LESFEH)L [ZEMAD
2. EEFE
A% i AR AR TR A 100mg BER— IR, R —EATIRH . X T 32444 100mg %
R—IRHIFE . B NERIEE R A5 HE (eGFR) >60mL/min/1.73m? H. 75 B 45 41 5 125 ] 1)
B, FIEAEINE 300mg fER—X (ZH, LEEFN) (8GR D,
3. EHERE
BEEE (eGFR>60mL/min/1.73m2) ) EHE T HEFIE .
TP R E (eGFR>45 £<60mL/min/1.73m?) HI&EH, A EIFIERHA 100mg
BR—IK.
XF T eGFR<45mL/min/1.73m?* 1 8%, ANEVOFIEE A .
2 eGFR FFEHK T 45mL/min/1.73m* i, A@UAEHAE (W EEFEBD.
eGFR X T 30mL/min/1.73m? ) & A5 LT AW (20, EEHEHD.
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4. FFRERE

B 5 A v RE TR R O TR R BN . H AT T R A R R T R I IR AR
FRCANHE 757 o R 00 55 (1 R e P AR
5. 5 UDP-H & REREBE (UGT) HRABE/HH

AR —Fp UGT %35 (BIaFIAEF. Rz, RELZFAFFERH) SARMBKE L
L T H AT 3248 4 100mg &k — IR 55 E . eGFR >60mL/min/1.73 m? H. 7% Z 44 i
IR, A5 N E % 300mg FFR—X (B0 (AWM EERD.

XFF eGFR H>45 £<60mL/min/1.73m? HEKE 1 UGT 35S AIR &3, % Al 5
—FhBEREZY
(AR KM

FEVERA B I H AL ST 18 7 DA R RN

o T (W [HEEFHD.

o LML (W LIEEFHTD.

o FPERRHTH (S0 LERFID.

o SMBEHI (BN LERFIMD.

o JRIRFHEAE & % (W [EEFETD.

o SICHH B R R B R ARMW A IR ML (20 ERFHID.

o DMIRTEMEMIBER (FRJE/RINVED (S0 LEEFEID.

o EFHMHEELE (BN [EZRFHD.

o WU (W [EEFETD.
BT (W LEEFEDD.
I PRI B

I TP R I PRI 1 2 R 57, — TG R8P AN R B R AR 26N BE 5 53— TR PR
WIS T R A R E R LU, I HL AT REIEAS B BRI PR Si2 e Hh 1) SEE B i AR 6

B 25 ) 22 R o BRI

® 1 PEdERE 4 0126 A EFIRIRE . E—T0R%0 b, AR HERZIRITS
;. AL 3 TURIE T, A SRR ATRIT . X EER IR T 1667 {51 553 (1 A T 2 55 15 1o
DL 24 JE B35 RAS B R Be o H] o AR 232 A% i 100mg (N=833). A fh 300mg (N=834)
BRI (N=646)FE R —IRATIRIT » I ANFFIFIER N 56 &, 2% EE#IL 754 .
NBEERE 50%AHHE, 2% RNEINEN, 12%8EE, 5%NBEANSAEMEEE N FLn
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BH BE PRI TN 7.3 4, P35 HbAic N 8.0%, 1 20%F A N R 9 o 1
RN FEZ B DhRE 1R BRI 240 (Y% eGFR 2y 88mL/min/1.73m?) .

R 1B T SR RIHE WA R XN R NSRRI AR, AR T
BRI RA, B2 AR 100mg BUA i 300mg 1677 1B T 20 2% 88 RAENA
R

F1: ILE 470 26 FZEFIXRBTIL > 2%A MET B RE A R RN

N N

2R 100mg 300mg

AR R B N=646 N=833 N=834
BTl bR % g 2 3.8% 5.9% 4.4%
HepR s gn @ 0.7% 5.1% 4.6%
198 0.1% 2.8% 2.4%
{EFib 0.9% 1.8% 2.4%
BN 1.6% 2.1% 2.3%

i N=312 N=425 N=430
A B B R 2.8% 10.6% 11.6%
A1 9 B3 R 0.0% 1.6% 3.2%
FrE N=334 N=408 N=404
O A B s L g Y 0.7% 4.2% 3.8%

O A A= FE A B IR FE DU A RS AMH B S 2R B0 . AISH BH G B kg . S BH3E 48

PRI B HBH 98 Jo 20 B o T b B s o

@ PREGIBIAFELL AR B JREGEG . BEES . B IR IR A B E

O HRYMAFEUL T AR KM 2R JRA JREWHEN. JRSMEIR.

@ B AR B R EFE LA R R Sk R B R Sk 48 . AR A Sk 28 R AR B TE L Jk

7,

O MEAFEL AR KN : D DA .

ARSI RIBCEIIE . BFRRES = AR AR AR S 1A AR L
FEASH 100mg(1.8%) A1 5 300mg Va7 41(1.7%) b 2B )4 (0.8%) 5 4 i iE

9%‘0

et R IPR B s 4 2 R o B

fEZMCREDENCE  (—IrE2 RS JRIG & I 11 8 11 FR>300 mg/ K (1108 R B 3 o
BEAT BRI ST BEBRE RPN T AR A R RBRAEZRE (S0 DR D . X e
1220 1451 555 1R it R 15 1O LA A 137 J) AR T 38) R Ha BT )

CREDENCE (— T07E & HHE PRI B s 02 B 0 JRoms S v AT B &5 R 7, P38 BE
B R A2.655) HAR 100 mgH AT A A A b, R B R 0 508123 vs 1.2 H -5
1000 -F (W LKA D,

CREDENCEH A 1 100 mgZH A1 22 6 751 4 45 1 00 B 17 F o -4F ()4 PR B E R FH % (DKA)
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HoE FHRERSHN021 (0.5%, 12/2, 2000 F10.03 (0.1%, 2/2, 197) HE100E#-4F
(ZW [EZFETD. CREDENCEH A i 100 mg2H Al 22 751 45 Z itk B 451405 1) kA2 SR AR AL
(B [EZRFHD.

CREDENCE ™ 7 (il 100 mgZH A1 22 1 77 241G 1fiL He (1) & A2 255 0] 92.8%H11.5% (W,
CAEZRHEDD.

TS ) A0 L8 45 R ) 22 R0 PR 0 R R BRI

TE 2 022 R 75 R BE e o K 1) £ 35 o DA P 000 ML 156 (CANVASS #1 CANVAS-
RO [EEG TP T A S A RS AR 2

JEE 8 BRI (RILT 6177 IR 1A M B FE 1B WA B H WA R X
RRBRIARZ 53R 1 R T —8. B R SR IINBCEE . B E S =AM R A
FIREA B I A P BRI . AR S E G T, 5ARMA R R N IEGHEET O
FRZHM 1.8%, A 100mg 208 2.2%, A/ 300mg 414 2.0%) A F180E /1325 (R,
REF) (BN 0.6%, 4% 100mg 414 0.7%, A& 300mg 479 1.1%).

TR 8 Tl RAR G A Bl o, WFHRZGAL. ASh 100mg 4L A1 A 300mg 4H ik i
K (SRR HIRAERN 0.1%. 0.2%M 0.1%.

LR 8 TG K IRIH, SBAHRIIA R RN, (AL, FZ. EFE. SRS
B R AR IBZYI.. A5 100mg 4LF1AS 5 300mg 4120514 3.0%. 3.8%4
4.2%. S BB ML T SRS E LB, Kb asE 4 HIEme & 1 FlorE
Ve RZ GRS, RATEAR RGN Py XBEFz T, 7 2 flEE LA, 1
BRI BB E IR ARIRIT IR E K.

TCHUHRIIA RIRB CBEECBUR S 2 TEME B GBRImIG ) 11 AR S AE N IR 244
Al 100mg LAIA b 300mg 4143 518 0.1%. 0.2%F1 0.2%.

7% ity EK R 2540 4 5 5 LR FL At AN R s 2 A 4 -

T

TEW TG BEAE A O IR (CVD) 3B CVD S 8 3 1) 2 BY R 28 R B AL
RN IR (CANVAS A CANVAS-R) H, WL B A0 22 B2 LU IR AR it 5 R FRC B
[ RBEFE R (CANVAS: 5.9 vs 2.8 f51/1000 &35 -4F; CANVAS-R: 7.5 vs 4.2 f4il/1000 5% -
). CANVAS H1 CANVAS-R S I F I BE I ] 23 50 8 5.7 A1 2.1 48 (B0, DR RED.
CANVAS H1 CANVAS-R HIBULEHRIE 20 Wk 2 Ak 3 (B W LEEFHTD.

# 2: CANVAS B i1EH
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LR EN PN GLED
N=1441 100mg#H N=1445 300mg4H N=1441 N=2886
B EES, n (%) 22 (1.5) 50 (3.5) 45 (3.1) 95 (3.3)
B B 33 83 79 162
iijf$$ (41000 2.8 6.2 5.5 5.9
KK H (95% CI) 2.24 (1.36, 3.69) 2.01 (1.20, 3.34) 2.12 (1.34, 3.38)

D) ﬁ?ﬁ/[qﬁxl_*/)\@fﬁim B NEL A RERBESFHMEOIE T AR,
(2) BEMUMNE 1L RITEEERREBREFHN H . FY s g8 R8s 1 k.
# 3: CANVAS-R Z BB

Al 100mg i
2540 N=2903 (e = 7€ 22300mg)
N=2904
BBEEE, n (%) 25 (0.9) 45 (1.5)
B BB 36 59
BB RAER (F1000FH-4) 4.2 75

KK (959% CI)

1.80 (1.10, 2.93)

(1) BT H b3S — BN ) s N TUAS R B S S RO T A,
(2) ARG LRI S B UCOR A BB SAK B . A28 #Ui R 1k

EE) O

£ CANVAS ¥ CEYBEVIREN 5.7 ) (W LERIRE D, 2B 4R A 5,
ZH IR B iR A AR 2 BN 0.15% (2/1331) Al 0.29% (8/2716), FHodrHErg 1 BE 5 I ] b

F61MH.
AEPEELR,
MBFEANEHRKA R R

fh e FEUSIEMEAK, 5] A B .

A IR il s PR o

TRIT I ]2 90 B B R LR B . T TRGIECE A IR, TiEfE S

T, AR

SHE M EA LKA R R AR EFE R &, RIS Ak s. B’

SEPEAR IR . BRI . FEA 300mg IR AN BFH PSR T RART &,
BRI ] AR I 7 AN A SR A RSB 2 3 BRI e ) = KPR 3R R A R R B
FE'E415%E (eGFR N 30 £<60mL/min/1.73m?) LA A AF 341k 31| 5l it

FHEY GESSHEH] M [ZEMLAD.

75 %

FEIX L
a8
(ZW% 4. [H]

F 4. ZOHI 1 RILFEACHERA B RBLHEE A (L& 8 TR IR XK
2
xTRRZGYA O A 100mg A 300mg
BRI % % %
R B 1.5% 2.3% 3.4%
75 % KL E® 2.6% 4.9% 8.7%
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eGFR /T 60mL/min/1.73 m? 2.5% 4.7% 8.1%
@

15 FH #EF1 SR 71| 4.7% 3.2% 8.8%
(D), 358 2 Tt 751) R0 B 1A o) HEL 2

@ BETREA 1R LK R (B3 fHAERRA PEERE. FRRKTFHET 75%)
a3kl

TRV O TG RIS, A i) T2 2 B IS [R]85 J, XTHEZH. A% 100mg ZH AN
A it 300mg ZH & AR AR ) B EL 4 BN 1.3% 1.5%F0 2.1%. W83 8 3 7 4 FH R A% 51
TR YT IR ) LR AR A R A5 ) XS B

A AR LB Y

1E 4 T sl R s P i ARAR I AV e, oM AR T A IR (i, BT
PESMA BB R AR TE SR . SRFABIE &) R Af 100mg A
300mg HII KRR HIN 2.8%. 10.46%H1 11.46%. 54 5H 2% LB YL S 1) B 32 A
TN EE 5y Tt I AR T AR R R BEAT R A AR B 4 B R I L PR S A IR T I
GElRER, T AR DRSS R SRR A YIRATIRYT . fE s, AR
B 5 T IR G T 45 L 25 IR T 1 EL I E 22 ERIFIA SR 2003 N 0%A 0.7% (S0 ER S
D,

FE 4 Tl A BRI AR IR FIC S A eh, VAR B R R g (B, S BREEVERR
LA AL EREFI . A5 100mg LRI 5 300mg 41 & A2 253 H1A 0.7%-
4.2% 1 3.8%. Y3 1EAEGH A BB IR YL 51 R AR AE R AT B AU v, R BRAE A
e 9 Bl B F Sk R SR SR . SRR A b, R R A i A T A R R
B ASIRITIN R 5 RAE R RIS (RS 22%, EFIHEA), TEMEH O RS
F YL R AU AE 2 AT IR YT « (E VR op,  DRIAR B 3% 3 B SR R T 4 1 2R T 1)
EEAIZE 22 REFRINUAS i 20 53 0 D9 0% FH 0.5%

1E 8 TUVF Ak MUFE B I BEHLIR I 1V b, RIEFAT R AU BB 2 RS 51035
BITIA 03%RE T2, Hrp 0.2%FEiTaEH ki az (S0 EEFID.

i 5%

FEFTA MR SRR T, AR IBE e SO Bd SO RILEE (55 T8/ 70mg/dL
AEAT MBS ED AT A, AEREIR a ]

AR MU & SOy AR IINE (635 R A R A AT IR L % 26 R 0 BUR A 00 R A 55
F (AHERS ORI FHCMEEED . A B MRS IR RIRE , Awh 5
Ry R B IR S A A F R LB 1 R A R Tt (SR S A LERFID.
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R 5. MUBEREH] B REHLIGG ARBT I8 R LB A e A RO

, R N ENY
BT 2R
- 100mg 300mg
(26 ) (N=192) (N=195) (N=197)
SIFIN(%)] 5(2.6) 7(3.6) 6(3.0)
D
%;%ﬁ PR F+ XU | A5 100mg+ I XUT | A5 300mg+ - F X
‘?265%) (N=183) (N=368) AT(N=367)
SIFIN(%)] 3(1.6) 16(4.3) 17(4.6)
HEN(%)]@ 0(0) 1(0.3) 1(0.3)
D .
%;%ﬁ %ﬂ%%;J%a At 100mg+— FXUIK | A 300mg+— FXL
- - (N=483) HT(N=485)
(52 /&) (N=482)
SAR[IN(%)] 165(34.2) 27(5.6) 24(4.9)
HE[N(%)]@ 15(3.1) 2(0.4) 3(0.6)
BEfEH 2R A 100mg A 300mg
BEARE iR iR i IR
(18 &) (N=69) (N=74) (N=72)
SAR[IN(%)] 4(5.8) 3(4.1) 9(12.5)
B P = LR | ek | F 100met IO A 300mes AL
(26 D +HRE RIS (N=156) IR AR
TS (N=157) (N=156)
SAAIN(%)] 24(15.4) 43(27.4) 47(30.1)
FHE[N(%)]@ 1(0.6) 1(0.6) 0
v A s ] — PEREHITT+ X A i 300mg+— FT XY
BERA TR | s MR
g (N=378) (N=377)
BARIN(%)] 154(40.7) 163(43.2)
HHE[N(%)]@ 13(3.4) 15(4.0)
meesm = Fapetz) | ETE A TR OO e soomer
M (26 D (N=115) (N=113) A+ A SRR (N=114)
BARIN(%)] 3(2.6) 3(2.7) 6(5.3)
%gg? Skl A 100mg A 300mg
(18Jﬂ3 (N=565) (N=566) (N=587)
SARIN(%)] 208(36.8) 279(49.3) 285(48.6)
FEIN(%)]@ 14(2.5) 10(1.8) 16(2.7)

O B AEIT NBER R A /0 1R 3T A2 A 1 5% 0% I 4 el 28 ARG Hps S50 1 JR i A8
O R M ™ 8 R AR 8 SCA: ARIMBE B R AT EMNEBIRE . R Lm0k A R AE S
(AZEZ R B REAAIE SR M ED

CEil

£ CANVAS IfRiREE T (0 DEKRIRIED, SUFSEi g KA RAEM B, A5

100mg A1 5 300mg 474143 514 1.09. 1.59 A1 1.79 EHM-4F 100 HF FEVFE. EIBITH
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51 26 A WAFTE R A B B 4T 045, JF BYERF R AL A B 2 L eEa4r (Fl
PP RER K B N s T (S0 BERFEDD.

FREMEBR A

L7 ULEF T 5 Fle GFR B

TG fEIT 2 SR UUEF 7T 7 AleGFRIF MK . 7E o BE B B b, s LET T
= NI 0.2 mg/dL, KRAETEFFIRIBITIRTCA N, ZEREREKF. WARFE LT
EARE,  RURPRBE— BV, DR S S B T RETE (S0 LERHEN] M (245
B D. XTeGFRIZMEBMAEIRST L IE R, XK IRS) 13 T R R4 51
AT R 2 1) S D Re AR e R 3R AE

i35 2 7 5

FEIL Gl B2 0 M ) ik v B2 ' D e S 40 8% (eGFR A 45 24%T 60mL/min/1.73m?)
(N=723) 1, MEFFE#ELE 5.4mEq/L HEFELRAE AWML 15% 10 83 NETE 2Rl 2
Al 100mg ALAIA 5 300mg 28 T &5 (9 40 L2 A 5.3% 5.0%F11 8.8%. T FE AR 7 5
(R, X3aG#E 6.5mEq/L) B NBEZREGIAY 5 0.4%, fEAM 100mg HHEH,
FEA 300mg A 5 1.3%.

FEIX B, AR T v S 8 0T B 2R i) af th B LS e 6 S . R R R D Re A
B BT, 2 84% X4 IEAEAE A AT T4 An M (0 264, BIIn(RATRIIR 25, I Rk &
B ME SRR F SRR R (W, BERFDD.

7 CREDENCE #f7tH, S%@FIHMEL, A5 100 mg AR WS 2) f 47 2 5. =8 i
FEAR RS ER AT RIN . SR 4a % (>6.5 mEq/L) BUAHNT (SIEH LR H it Tt
E>15%) T

IRERZ SN

FEAR M IFIRVRIT IO I By (6 A1) ILEEE] T IR ARG MLFSeRg i, HFAEIX/MA
JrS R RS T . TR 4 B RGRDO BRI R i b, & B KCP R ILP 41 43 b
FEZA i 100mg ZLFNAS (i 300mg 4153731 9 8.1%F1 9.3%, 17 22 B 4L H-0.6%. 1 FE B 41
BANRI, MESKFEREL. A5 100mg 4URIAR ) 300mg 2155130 0.2%-
9.2%F1 14.8%.

IR

FEARSRIRIT TSR] T R EA G IS B . 7E 4 T2 500 % B Ry s 2
L7 B PR A P34 7 23 BEAE AR ) 100mg 4LATA 5 300mg 2153 518 3.6% 01 5.1%, %/t
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FIHA 1.5%. e FEEIE B R, SPILEBKPEZERIH . KM 100mg H
FIA i 300mg HH 70 AN 1.2% 5.0%F1 9.3%.

(K2 S AR A I IH A B2 (LDL-C) FHEm % AR A FUH [ B2 (JE-HDL-C) J i

TE 4 USR] 22 BRI BRI iV A eh, ZEA LR YT 1 s o2 21 T 7 A
M) LDL-C ¥4 hn. 522@mIAME, A5 100mg ZLF14 5 300mg 21 LDL-C #3928 (1) °F 14
B CAEAEN) 298 4.4mg/dL(4.5%)F1 8.2mg/dL(8.0%). FTA VA T 4 i) P32k
LDL-C /K~FJE [y 104 2 110mg/dL.

A FHIRTT I L EEEI R B G AE HDL-C Jhim. 5B AIZAHE, A5 100mg ZLRIAR i
300mg 41 4F HDL-C %3 £k ¥ 2tk (F 5321 ) 25~ 2.1mg/dL(1.5%)F
5.1mg/dL(3.6%). P iR7T 4+ 1°F3 345 4E HDL-C /KFiEHA 140 & 147mg/dL.

ML 21 5 1 T i

fE 4 TUAURE ) 22 BT BRI iV A el ML BRI P38 1 CH 204
AL I AN-0.18g/dL(-1.1%), A% 100mg 414 0.47g/dL(3.5%), Afh 300mg 44
0.51g/dL(3.8%). FATAIRITH A FI PRI A 5 A K P28 14.1g/dL. 7EIRIT S5 R, I
EAKTETIESE LR SEESEEZEFA. A5 100mg A4 300mg LT 5 )
B - AN 0.8% 4.0%F1 2.7%.

BB I

—ITE 714 BIZF 8 CPER 64 ) T rimARIRI b, AR X Bl
SHE % (BMD) RIS BUHHT TIE .. 76 2 SEmHR Y, 5@ tt, 45 100mg
AAA S 300mg 2 AW BMD 45K T 0.9%F1 1.2%, fEHE BMD 433 FFHE T 0.3%
M 0.7%. BBk, HREFIHML, ZXWADHIEHKE S BMD BT 0.1%, 450
300mg £ ) i 8 vt BMD FRAK T 0.4%, 1A i 100mg 28 A AT 8 ot BMD LARK
EWE&R

TEZA S S 45 FH A TR R T AR RS, AR AR R Rk B T B R RS L
S AR E, PreOs s AR R T R A%, AR E L 54 YRR K A

o THRERR T3

o MBI

o TSN IR K

o JRARFFRERIE & %
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o DPIRTEMEMIE AR (e /RIMED
[4£5]

XA it P EE BSOS N, i U R BRI K (S LERFHTID.

HEEHE (eGFR KT 30mL/min/1.73m?). &ARWIE TR (ESRD) BIETER:ZiENT
W& (S0 GEmFEm) [HZEHED.
[EEHE]

TR

TEW T 6 BEAEAG O MU (CVD) S8l CVD fa kPR 2 1 2 BURE LR 8 Bl AL
RIS RS (CANVAS A CANVAS-R) H, WL B R0 22 B LU IR A S5 R PR
R THiEr (CANVAS: 5.9 vs 2.8 451/1000 & -5F; CANVAS-R: 7.5 vs 4.2 /1000 &% -
). fE 100mg F1 300mg RF R —IREG 2R 7 R R T A XK . CANVAS Al
CANVAS-R HJ# B EHE 73 0 BonfER 2 Mk 3 (B0 AR KM D.

BRI (TR P PRS2 AR SR T e R AE AR 140 538t
BEPH 99 B (RS R] T KA LR el e DR R r B (BIITREG Hh 7E
SZARIRIT IR R AU 140 BIE R E 41 0. DEURE ZIRE, 808 KT .

NG SRIERRE PR 1 A2 I 2 B LI BB R R R AR BRAE A A
PRI S0 A L5 97 A A Ao 4205 A8 ) A2 R A PR X ¢ 1

FEFFUEA S 2T, L% RS 3 B S rbo] e 3 I s AR PR R 2, 8] G R A A S
1 MR AR RIS A, DLROHE PRV R Bt . TR ) AR R (BUED SREUE B
TGy P 2 F P B M M DR P A i ) R R S R I DU N AR AR . T BB AL I
B CAFREHER) FREH AR POMB ARG s, W BLIX S S R RS AR AR i o

iR

AR ATBULE SRR . AR RIRIT R, SRR IUERERLE (S0 IARK
LD, 55 S #E B (eGFR<60mL/min/1.73m?). F4EHE . 152 F R 7 8008 T30
BRI R R RS (e M R0k R BI[ACENI S M Bk &2
IRBHAFIARBD &3, SO BRI R . B —FhEi 2 Fhix SeReE 1 ATEFF 4R
AREVRITHT, NP LA EARES IEREAT A 1E . 1Ry7 IR 5 A AR IR o

FRAERR 2

WARE IR Hh B & — b ™ A S AR A I E, TR R AR IRTT . R AR AR 1
AR R BN IS R 2 (SGLT2) BT VAT (1 1 ZUAN 2 BURE R S8 b AT BEAE
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B ERth o AEAAS MRS TR TR R B BU S AR ANSE T 1 BB R
HHRTT .

X3 A i BAFERT & B RACHHMERR T B IO AL AR 1 83, e e K
Sy, 3 NTE AL AR RR TR A T ReE, DO RIVE I BE KPR T 250meg/dL, 75 AT REAF
FESAMA RIEE R 55 . WORSEABRAERR 55, NAZHIAS fhoF 0 & ATl R
RENEBIREATIRTT o AT HAE R P 8 T R A B IR 2 AR KA S B AR

EVFZ BRI, RERE 1 R PROP B RO R T R I TR TR R
TR B R R B 1 — AU CER T 250mg/dL), FrLAARESL RIS B Re 25, BAEK
IR TIRYT o WRAERR 35 IR AR AR 5 AR S AR R R rh 2 — 2, Bl RRE,
B S AE R AEfe . £ (EIFAEITE) WG, BB E B 2 5 B D
BFERRE R AR . SERPERR . BB TR R 8 R Z R
T (a1 RIRE R RIS S BRI TR S A R

FEIFURAS SR TR, 2% RS B BT S R A AE R AE IR T 8 2 SR 3, B AR AT Jit
PRI 51 P JER P e By R = o R PR R A

A TRV B N EAETRATED 3 REEHAAR M.

A AFAE TR By A BRE T B 1R A s IR 0 ) B 2 s B T R i T S 4
), NMAEEIMEER S, BN EEIRTT . EHITIRA MG )T BT R EDE R O
THIB

FURAE R h 2 AR A AL R B AT #R, 18 5 88 R M BUAR SOERAALE, N
LA MIRTT, SLAIEEE .

= SE =gl

AT FHOE N A B (S0 LEEHFHD, @ SRSl . w2
SGLT2 |7 (EFEAM) FIEFE T, AR Lk, Hrh—se s & 2E
BEMERT: THAEAMEITI, AU SIS U T R A0 eGFR FEIR (20 [TA R ]
(253D,

— IR RE ER N T 65 % .

FEIFHIRA SIRITHT, NAER AR EUEE MBS E RO ME R, B RLEE. 12
PER ThReAN 2 FEILPE LRSS & 5 IR HIZG CRIARSR. ACE |7 ARB. NSAID). #
KAz OHRRED CNEPESIREEER) BURBERL (B i om B & 1 m iR 5,
FIEE AT I EE RS MBS B AR AEATAE IR . SR LS B 5
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N7 B FE AR SRR B VR T

A5 FH A 5t T 18 o a3 LI 7K P MFAR eGFR. I 25 B A R 3 o 5 5 52X 8 AR K B
(W OARRMD . FEFFEARRIRITAT, NPT IR, FEAERIT IFIR 5 2 AT VP Al o
X eGFR KT 60mL/min/1.73m? () &35, A CHAT SEANE I B D Re . R eGFR KT
BE FFEART 45mL/min/1.73m? I, AEWAEHIA S . eGFR KT 30mL/min/1.73m? i)
LA (SH THZEHEL [#E2D.

PREGFERER B 3 #¢

b R R, TR AR AR ZE A K SGLT2 MR TR B R O
B RS REAIAR S, EAE T BB IR IR TR A B . (A SGLT2 Ml AT iR
I7 T RN PR PR SR X, o PP A S5 A A TE PR B R AR AE R, 5 AETE, NSZENS:
TR (B IARRRD.

S E 5 i % R BUBR % 3R (R UASTAR 5K IR LB

ORI 8 12 2 R 2 2 I A7) Pl 5 SR IR o 29455 8 02 2 sl e 5 2R (R A TRV R FHT B, AR i
A BRI IR M XS (B IR RBID. ik, M5AMBE AN, N R RS
BB B F AL, DA R AR L U o

SAWFEEBBER 8B /RIFE)D

T MR R, FEAE AR AR L AE A K SGLT2 I FRIEAT 7 IEORE PR
RIAT 2 BIIRFEIER LR R /ZRINIED kT, X & — M WAE ™ 5 B G A A dr IR A0
PG, FEEITFARBT . MBS A RERE . ™ E 5 REFEAR. 2R TR
TS

U2 R R T 1 S R A R R 2 B AL HH B B i . 2T BRSO K, R AR
&, RIPPAERIEME R A . SR BB BEE A 5%, RIS RIMSE R UAE IR, 2
TR TR F ARG A5 HAR, U)K, RIS 2 0 o ] B AR T ik

A TE AR L R

it 2 1O A S L TR UK 1 XU o A A T A L BT S 1 R R AT A B IR T 1

SV G RAEATEAR AR (S0 IARKRMD . #HTIE 2 B IFAYT .

R

AT RS D, AR CEFE ML KRS BUR R RS XL
JSE T R AETEFF IR AR SR YT IR LA/ 2 LR N o IR AR B N, R4S A3 A
B TIRYTIEHT IR, EEMAERERE (20 IARRM] (2D,
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£l

TE CANVAS I A T 36 Hh 4o P AR o (10 26 2 b L 3 i B XU i, HL B e FF AR iR T )
12 AR . FEFFAEARMIGITRT, BB BRI IE i KR HEE (S W IARRMD.

KEEREAEER (LDL-C) A&

A ERIT LT FIEARSCH) LDL-C A (B IR KM D. HFEARRIAEIT G, B
Wl LDL-C 7K~F, FE3& M MBHELS TIR77 .

HETILETSEIL.

[ %40 K e AL AE 4 245 ]

SR

A S &

STt SRR s B A RRL, AN R SR AR mh s A A5 P A o

ZIAHESZ AR IR TT MR A IR, A DL S K AR BRGSO .
SR S T B R 42 ) AN R 23 BRI AN R ) L3 B RS o

TEYRAT O FE R H HbAIc>T7%M ok, K H A BRI B SRS 6-10%.
HbA1c>10% PR R B T8 5K Rk 20-25% . & BOAE A HE R i T H 1 5K
W AN o 7% M AT, IR B8 0 20 1 2 K A B AR A= 1 T 7 5 XU
AR 2-4%F1 15-20%

e PR3 2 S T

BRAAFEUERG/G LRI AH G KU

SR TR PR 428 AN 2 S I Z DA B RO B R T 2 L ek R, EART™ . 4R
G BEFE IR RER AR . BB PRI IS RN CE GG LI R AR REE . A8 B
R DRI 1) AT o

M FLEA

A S 45

WA KA TR BAELE T AR X REFURETR B LA S miont FUt 73 b (R 5 ) A
Bo BT NKBEMRE BT R AETEF BN &AM, R R & AT e i i i
T3 B L 2 2 B T RE N 28 B 9 R 7 AR ARG

E T~ REFLMR R 1 B2 )L AT A8 HH O™ BN RS, USRI L3 ) AN A P A
[LEZ]

AT AT TE 18 5 LN L2 R P (1 22 A PR A Ak
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[ZHRZ]

£ 13 BRI PRIRE T, 3 2294 41 65 5 )2 UL [ 351 1) 75 % )2 UL b iR 3 2%
BTAMS (W UERRED.

AR EEY, SEREHME, 65 5 K UL E B A Py L2 S HH 5L
RERRN (Flhn, RIS, RO, B RmnE. EW. BAO EdEReEm, i
RRR 300mg FIEA; 75 Z MU EEREIAR RN EAERBINMERE (30 %A
] [RRRMND. AR EFM, HbAic FIFRREZFERET (65 8 KU Xt
ZIAA, A 100mg HAE16-0.61%, A 300mg ZHAEME 0.74%) BEHEEEREE T G
Ebz B, A 100mg 2125 1K-0.72%, A& 300mg 4135 16-0.87%) HEE /N,
CZAH AR ]

UGT B§ % 357

FIAEF: BCA RS 5RHETF (2R UGT BEMIRIESEEMEE F77), M uGT1A9,
UGT2B4) REREPRMSRAE S I 25N 4 T AR (AUC) 1K 51%. iR -RgH1F 2 EEFEIKA]
RERRARIT 2. W Lix e UGT F S i —F (WFAEF. R%ZJE, FRELZRAHFEIH)
WIS A A, DG i 52 4% i 100mg K — R 15T eGFR>60mL/min/1.73m? H.
T EAA R R R, TR IAIREE 300mg AR Xt eGFR N 45 &
<60mL/min/1.73m?, BXEEA UGT 5 577 H 7% S /M Uil (& 2, ] 25 iR A R pi I
57 (0 LRER=E]Y LA 1%D.

M

5K 5 300mg B & RS, M AUC FIFFIIEREE (Cua) FHET (435108 20%F0
36%) (S0 LZRBN 1% Do R0 AR SR i 76 7 1R A8 AT & A e

FH 4 B g A
HeZ SGLT2 TG YT I AR AN HERR A A R RS ISk W fup 1% 5, R SGLT2
AV 38 00 PR T 2 WM e 5 508 e PRGS04 SR o A USSR A7

FH 1,5-BkKBEERERE (1,5-AG) &l
ANHEFR SR 1,550 7K 5 225 3 WA 00 s 00 M B s 1 o, BRI 1,5-AG W= 7E PRl #5252
SGLT2 Il FRI76Y7 £ 3 (0 IR ) 5 50 AN TSR0 o J A P A vk M ) I 42 o 175 5 o
(2l ]

R I B L, BB ECRE S AN A . AR EUE BSCRRR YT e, 91 a0 A
THACTE b L BR AR SR HUIE R 0 DL B AR A S IS IR AS 48 7 SCRRIRYT - 4 /B
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BOBENT LT RBEH R RAGSIE, TR 104 A B I iz At Bk
(EZRAE 5 |
B 2 BB BRI FR) LB 25 1 s PR 16

CLAIFIT T A5 R, — FOOUNCRIE IR 7E 2 BB s B oh, 5 2Rt
LG, AR IETTITE HbAc /K P TH 7= AR B G PR GE i 2 2 S st . 7EARRS . 1
By FRAIEL R E TR (BMD WAL MEZE] HbA ¢ (41K

BREVRYT

55— U &R T

$ 1284 5] XU Zgi6y7 GAFIEGHIE 2000mg/ K, B3 G0 S J0%:m 52 5 & i & 2
/> 1500mg/ R MUMHZHIAER) 2 BB RG BE S5 T —0 26 . XE. 2R FIFI R X
R PR S, PPN A 5 FOBUIRE F 7 R 2 e o 2P AR N 55 %, 47%
Sk, PHEEL eGFR A 89mL/min/1.73m?. 5B 2 A BE. LEFSALE, HATkA
ORI HL R B B R R (N=1009) BEBENL -2 . H BT = F OB 712 T 225Kk 5
B B EE AT S XUNON 55 — M R 2B S 1R T B0 R (N=275) B9 — HIXUIT
ZiiRyy G BIRFIE) B 8 B, AAJEHEN 2 L BE. REFISAM. ZEGFRISA
MG, BEWEENL D ECE A 100mg 2H . A 300mg 2. FUA%A1YT 100mg 2H 2522 &7 4.
B2 R — IR Y, AE RTINS = BN 197 20R0 22 4

5 ZHXUIMECH, fEIRIT8Rme, 52EGIHMEL, A4 100mg A1 300mg ZH ] HbA ¢
KR T G it m L eE (BANSFEA p E1)<0.001). [FR, 45 100mg F1300mg
BER — AR KRB 38 A HbAwc ZKFREE 7%A T, M RIEE (FPG) B35
%, 5% 7T REMFE (PPG), MR THREH/SL (B2UE 6). SREMAMI, A5
100mg 01 300mg H e B R 2 A Gi vt 25 30 (BRI p {E39<0.001), P&
ZHL IS T B2 28 A A 3 2 2 BRI OB 4 14 -5 4mmHg F1-6.6mmHg «

R 6: AT DITELA FZE 26 B RBFIMIRIG KRR L RO

ZRF+ B | A& 100mg+= | A 300mg+=
XK FE XU F XA
TS (N=183) (N=368) (N=367)
HbA1c(%)
FZ GHED 7.96 7.94 7.95
LR AL G S{ED -0.17 -0.79 -0.94
SRR GBI (95%CI)®@ -0.620
(-0.76; - -0.77®
0.48) (-0.91; -0.64)
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R+ — A g 100mg+— | A& 300mg+—
K B UK B XA
TRESH (N=183) (N=368) (N=367)
53] HbA1c<7% I BE T3 30 460 580
Z R M (mg/dL)
HZ GHED 164 169 173
BRI GREIED 2 -27 -38
S5 zER GRS (95%CI)@ -300 -40®
(-36; -24) (-46; -34)
&5 2 /B IILBE (mg/dL)
& GHED 249 258 262
EOIE AL GRS D -10 -48 -57
SR zEs CRHEIE) (95%C1)®@ -380 479
(-49; -27) (-58; -36)
RE
B2k (MME) , kg 86.7 88.7 85.4
LA % G -1.2 3.7 -4.2
R GHBAMHE) (95%C1)@ -2.50) -2.96)
(-31; -1.9) (-35; -2.3)

(O SR FH AR AR T 2 A i R R VOW S4B K i )8 T 7 N
@ X6 BELRAEAN 73 J2 A 71 IR ) fe /s 3Rt

3 p<0.001
5~ W AT A R SR A 16T

$ 469 FIHA A = XU GAS s

/b 1500mg/ K, ) FHRERE
571526, W
ZatE. ZREPIER N 57 %,

2 RS HE e PR kB

2000mg/ K, B W TGV 52 B T A
RN B KB RGRIED MBS R 2 BB PR & 5
PP A A 5 B OSUNTCRIE IR 2 16 FH 14097 2k
51%N B, T3ELk eGFR N 89mL/min/1.73m?.

Zo 77 EHE R Z WRUIURIBEIR ST B (N=372) HEXN 2 JAl. BE. 2R
AR HAh B3 (N=97) 15 5 75 BEH 52 [ 72 7 22 90 77 & ¥ — HOXUIAN IR 2 220 8 JH,
SRIGHEN 2 AN WG, BB H 2 A 100mg 4. A 300mg 2H Bl 227
R, RBZ—IRIT, 52 XA IR RIS 5

TERS Z WU IR BB A, TEVRIT 4R, S522RORAAHEL, A 100mg Al
300mg 1) HbA e KFIEE] T A G 7 L s (SRR p (H19<0.001). fEASZ
HOSICAEE IR S A, 522 BRI EL, AR 100mg AT 300mg K — IR 7E T KLl
B P HbAIc AKFRER 7T%UA TR, MG (FPG) REMK, HRBEKTHES I
(ZWETD.

R 7. A5 RXUICRBR S A B 26 A 22 R I R 5 45 SR
B

| ZzRA+— W | AR 100mgr— | A% 300mg+—F |
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SRR UK AR
% FIBEIRR FIERR A
(N=156) (N=157) (N=156)
HbAic (%)
He BED 8.12 8.13 8.13
ARl GRS -0.13 -0.85 -1.06
S EmzER GRBISME) (95%C1H@ -0.71® -0.92®
(-0.90; -0.52) (-1.11; -0.73)
L F] HbA1c<7% K BHEH B 8 18 430 570)
72 i Il $# (mg/dL)
R4 GO 170 173 168
IR A GREIED 4 -18 31
i zER GABIME) (95%CDH® 220 353
(-31; -13) (-44; -25)
RE
Rg (1), kg 90.8 93.5 93.5
BORAAE Y CHEESIED -0.7 2.1 -2.6
SERAER GBS (95%C)® 1.4 207
(2.1; -0.7) (2.7; -1.3)
SR FH A A SRR 97 2 TG A R RO S48 1 = ml VR T N
@) S B LR AE AN 43 2 DR T8 0E ) fe /s 3R 35 E
3 p<0.001
TERFIR N B A I 2 B e PR A
HZERE (55 % 80 F A
I 714 5] 55-80 % A 2 BUBEIRE . HSETHERBSIEIT  CERAis il & Fis 3l B

H O ks e S B 25D I A RN EE S 50— 26 B, XE . <B5I

B, RO A S S RTRE R IE T B (9T R e etk . R T IERY N 64 ¥, 55% N T
PE, PIJHELL eGFR N 77mL/min/1.73m?. B34 1:1:1 B BIBEHLr HEEZ A 5 100mg .
A% il 300mg B BRI R — AT . TEIRIT 4RI, 5 RRIAMLL, B2 AN 100mg 5L
300mg R —IKIIZIRF 1 HbA c K PEIRLE R THRIHFRLNEE (HAFIEL p
fH1J<0.001), HAANF 100mg 41 H-0.57%(95%CI:-0.71%; -0.44%), A5 300mg 41 M-
0.70%(95%CI:-0.84%; -0.57%) (W, [ZEHZD.

R B R R U

$ 269 {5 #5532 24 HT OB PR IR 9T MBS IS (R 2 BB RN (A B eGFR A
30mL/min/1.73m? £/ T 50mL/min/1.73m?) BESH 1126 . WEH. 2R 7x Rl R
B, VRN AR S SRR PRI IR TT I 19T ORI e A . SPIAERY N 68 5, 61% M N T
P, PHIFELL eGFR AN 39mL/min/1.73m?. E#E % 1:1:1 BELHEZ AN 100mg. A
300mg B2 AR R —IRIATT -
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TEVRIT A RBY, S2EFIAMI, #2ZAR N 100mg 50 300mg &F K — R 12X 1)
HbAc /KA RIBEE, HPAH 100mg 2H5-0.30% (95%CI:-0.53%;-0.07%), A
300mg ZH N-0.40%, (95%CI:-0.64%:;-0.17%) (W, LiEZEFE]Y [AR MY [HZEH

#D.

B ISR R AL 0 ML EPBORT Y 2 BB PR B L I B 45 =)

CANVAS 1 CANVAS-R iREE¥ 82 0. ZEF/MIX ., L. XE. “PATHA,
HA MU N EFHER R . 75 & A4 CANVAS Fl CANVAS-R iREGHI & N: =30 ¥ 1
B2 0o 148 B0 1L B A B ke Bt feE (I NALATER) 66%): Bi=50 4/ 2 4
8l 2 AN PAE AR T2 O L AU R 3R 1 B NN 34% ).

CANVAS 1 CANVAS-R 5 I 20T ELAS T R 8 21035 R0 22 FEE 501 4l 5 00 PR A1)y
Fik S A R A P O ML 0 AR T TR T IR B R TT IS 1 R B O M A R FE4E (MACE) 1R AER
Wro FELSHEM MACE ESCAERRAEUT 3 MERFME S 4 s\, afE (D
OIMEFETT (2) FEBFEHEOIESEA (3) JEBBEHEA A,

7 CANVAS W5, #5230 BA 1:1:1 B LI BEAL /3 L 2 A 100 mg A i 300 mg 5%
VLHEC R 220 . £ CANVAS-R H, #5238 B 1:1 I ELBIBEHL B 24 5 100 mg BT
MCr) 22 RV, IF BAESE 13 J8 S ARIEHE 7o & W (T 526038 1 52 P A0 s 42 ) 75
KD FVFIHE 2 300 mgo A FRIHTRE R0 AN S0 ik ok RERE AL v0 7 AT AR 0T 7 2 1) U Wit AT R
B, DU IR SZ AR 42 IR Lo AR T 1R 7 15 i EA T VR YT

3£ 10134 B BB 529697 (CANVAS w4327 5], CANVAS-R #5807 #il; BEHL LA
ZRFHIL 4344 5], AFHIL 5790 1), RN EA 149 F[CANVAS &y 223 F(4.3
F), CANVAS-R 4 94 (1.8 F)]. K% 78%HIRIE AFEZm RN, 13% WA, 3%
BN PR N 63 %, 4 64% 152 FH R Sk

R4 HbA SN 8.2%, ~FIIWE RN 13.54F, 70%HH) 38 A HE IR N ] 9 10
EEEKE . 22 31%. 21%F1 17% B RE T A2 AE 400 JEE 93 0 5 ) B
58, eGFR ¥JMAN 76 mL/min/1.73 m?. fEFREZNT, BEEZ —F (19%) sBZ M (80%)
PUBEIRIRZYNATT, BRI (77%), &R (50%) FEERIZY) (43%).

FLLRRE, URARIRII(E Y 137 mmHg, #F5KEIMEN 78 mmHg, LDL ¥{E N 89 mg/dL,
HDL ¥J{fi )y 46 mg/dL, JRAEEAWIETHE (UACR) HIfE N 115 mg/g. FEFELRNF, K% 80%
() B B B R L B R RGNBIFNIETT, 53%H52 B AR FIETT, 13%E 2 #EF
JRFVIETT 36% 452 AERERRFNIAIT, 75% M ITREAWRTT, TA%Bu /MR 256 )T
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(Z AR A VCHR) o FERES 8], 508 W] DA SE e froms RS A0 L B0 (KR 97 7 %8, LA
A MR IR R L A S8 K B 2 M e T H bR o ARSI IE), Al 4 R e A 24
(5.2%vs 4.2%) FHtYTRZY) (5.8%vs 4.8%) MEHEHZRAAZ .
FELTHEM TR T — )2 Cox HLI AR AL, 55 1% 5E (1) MACE XU LE
(RS FUE 1.3 AHEL, AT R B AU 56
7E CANVAS F1 CANVAS-R 5 HIEE 7 Hrdr, A BEAS T E K MACE HRUK: .
KA MACE BRI AR EE (95% CD flifE 5 0.86 (0.75, 0.97). Z L& 8. EEAMK
IGFRELT 99.6% B MIAAFRA . B 1 A% KK AE MACE B [H ) Kaplan-Meier ik

x8: CANVAS fl CANVAS-R FFFIL R EEE 54 R MACE KHEA RIS
HIVETT B>
Z R A
N=4347 N=5795 R(L;E‘;Sz c1y!
(%) (%) "
OIMEFET . AEBBEME OIS, JEBETE
AR A2 426 (10.4) 585 (9.2) 0.86 (0.75, 0.97)
(B UGB D WS
AESIEIE ST 159 (3.9) 215 (3.4) 0.85 (0.69, 1.05)
RS AL 116 (2.8) 158 (2.5) 0.90 (0.71, 1.15)
OAESET 185 (4.6) 268 (4.1) 0.87 (0.72, 1.06)
T ORINEIT TR
TRk PAE R =0.0158
2 IR EENE 5

HITVEAE T AR R AR LA, R CMH R IR B RT3 1 7 L
TR BEAT O A S E . BRI R K Cox LR A
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B 1: Z2HE XKL MACE KR E

24
) HR (95% CID
221 K5 0.86 (0.75, 0.97)
20
18
16
X
£ e 144
<C%12-
= W
#H E 104
%ﬁg_
6-
44
2 2
———— PN
O_ T T T T T T T T T T T T T AS'FJIE
] 26 52 78 104 130 156 182 208 234 260 286 312 338
= N EINGD)
ZIHE
GG 4347 4239 4153 40861 2942 1626 1240 1217 1187 1186 1120 1085 789 216
Al 5795 5672 5565 5447 4343 2084 2555 2513 2460 2419 2363 2311 1661 448
BN B T AR B

CANVAS 5T R N AT Hp E 52383 . CANVAS-R BFFe 3G 92 46135 4 p E 52t
BEHL e I F e 2 W e 29 mia Ty, Herh 2 BRI R SV & 46 152, Lk T 8
% MACE H4f. % 9 %1 7 CANVAS-R WF 70355 4 o [ 53 WAL A i o pr s 1 .

%9 CANVAS #il CANVAS-R Bt FILE oIS A P EZRAEN T REEGL R
MACE K L2 jER 43 BIVE T LN
------------ el RGN -mmmmmeev

nIN (%) EVRT?  n/N (%) EVRT?  HR35(95% Cl) P {f 35
MACE * 3/46 (6.5) 43.23 5/ 46 (10.9) 72.42 - -
AEBUEHE MI 0/ 46 ( 0.0) 0.00 3/ 46 (6.5) 42.49 - -
JEFBEHE R 3/46 (6.5) 43.23 2/ 46 (4.3) 28.09 - -
LA FET 0/ 46 ( 0.0) 0.00 0/ 46 ( 0.0) 0.00 - -

T

1. BEIFNATT T4 .

2. 5 1000 B -FWFFRER,

3. P AR N T XN 553 K P 0.05 AR R HERG 56:

K E Cox LB MBSARR (LLEIT HAE MRS (EFRE L (R85 S 2 BFIM )
95%CI Fl p ., FFEHZJemr i M E R AL 75 2 .

4, B IRKE MACE [ . MACE /2 FZ O IMEARFANG S, ZOMEFET . JEEFEEONUE
B (MD FEHESBEM AR R IR A 405,
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5. A AP/MGT AR FEREORT 10 Hgdirh =00 1 GIFIER, A 3R A0S HE & HE 95%CI A p
fH.

PR B B AR R B B RO B 4R

TE TS B 08 AR DRI S8 VA R 9105 R 2 J 7 5 I 44 o3 S B o ) PR
(CREDENCE) & W% HZE/MX . FEHL. XE. &M% R, FCR2irdiinsT
[ELHE B R AT 52 1 Ut B S bR i) H 700 10 0 3 5 5K 3R 54 e A0 ) 771 (ACER) Bl 55K
1 ZARBHIE 7 (ARB)H 2 UpE K% H eGFR=30 £<90 mL/min/1.73 m?. 4 HE AR
[J% 2 FUEF>300 £ <5000 mg/g] it B rhidkaT .

CREDENCE 1% H 12 WAl 88 5115 55 22 BRI AH LEBRAR B 5 8 s BT 20, B¢
RIAE S (ESKD) « ILiE UL A5 1S DA B PR B0 A SE T

BF BN RS 100 mg (N=2202) sz (N=2199) 97, JFFrssdiss
R ZENT BB .

4401 B BEHLAEAZ IR (R A BE DTN 137 JA . 3REL T 99.9%32 188 1 A AP RS K dh

ZANBFH AR S 67%, WAL 200 (RIEEZRE HEEARE 9%) , E A& 5%,
2% NVHIEAF Wb T 7. PRGN 63 %, 66%[MZikE KTk,

BENLALET, P35 HbAw v 8.3%, K& A/WLEFIH{E N 927 mglg, “F#% eGFR A 56.2
ml/min/1.73m?, 50% BEfE CV B, 15% A 0aEst . JRZRI & i A H PRS2 (AHAD
PR (66%) « WK (58%) FIREMEARIE (29%) Z5%). BENUILRS, JUTFPrd =ik
# (99.9%) #R{EFES ACEi 8L ARB YT, %) 60%/E kM PLMARZ5Y) (&R =] LK)
69%7E Ak HI At VT 22459 .

CREDENCE #F 7t i) FEE &4 N EH R A ESKD (GE X eGFR<15 mL/min/1.73
m?, FFURSMEET B R |« ISV B O A TR (] BT AR SR
AL IS TRV B 50, RAEA1F 100 mg 3 PR T FEE G4 S XEE[HR: 0.70; 95% CI:
0.59, 0.82; p<0.0001] (WK 2) . %k 10 A 2 fiw, 7 ReE BB/ ESKD. IfiE LET
FEIERLC M PO T R R PR . RIS IR B M AT TR R D . A% 51115 100 mg ik 12 25 BRI
TR XKHR: 0.61; 95% Cl: 0.47 % 0.80; p<0.001].
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% 10: CREDENCE ML X EL 5 (AFEEANES) FIREL 5401

ZRIF) RHEF
KR N=2199 FHhRAER | N=2202 HERER" | HR
(%) (%) (95% CI)
FEEHEN 340 (15.5) 6.1 245 (11.1) 4.3 0.70
(ESKD. ILiEMLEF {5 (0.59,0.82) ¢
S S T A R K=
BT
ESKD 165 (7.5) 2.9 116 (5.3) 2.0 0.68
(0.54, 0.86)
1375 UL B 7 1 188 (8.5) 3.4 118 (5.4) 2.1 0.60
(0.48, 0.76)
BAET: 5(0.2) 0.1 2 (0.1) 0.0
O FET: 140 (6.4) 2.4 110 (5.0) 1.9 0.78
(0.61, 1.00)
DI FET B L REERE | 253 (11.5) 45 179 (8.1) 3.1 0.69
(0.57,0.83) °
OIUEST: . JEEEME | 269 (12.2) 4.9 217 (9.9) 3.9 0.80
WYiIIN s AN | O S (0.67,0.95)"
H
JEEIENE O NIRE A 87 (4.0) 16 71 (3.2) 1.3 0.81
(0.59, 1.10)
JEFIEE A 66 (3.0) 1.2 53 (2.4) 0.9 0.80
(0.56, 1.15)
OFEER 141 (6.4) 2.5 89 (4.0) 1.6 0.61 \
(0.47,0.80) °
ESKD. IMiEALEMEH | 224 (10.2) 4.0 153 (6.9) 2.7 0.66
ol B EAE T (0.53,0.81)"

BEVRIT . T 5 A% A CLE SRR AN R Y UE .
AN FHAREKR SR 5, i RRRE TR ok A F 1 32 383 B 8.
* kA (/100 BE-E)

"SRR Cox Ll AR CERG T 4LVE iR A &, A 197 1) eGFR=30 % <45 mL/min/1.73
m2. =45 £<60 mL/min/1.73 m2, =60 <90 mL/min/1.73 m2 31T 2) RAGE R RIS
W5 RFIMEL) « 95% CI M p . HITRAFEMESER D, FHRS BT HR.
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" P {#<0.0001

' P {£<0.001
" P {#<0.02
Kaplan-Meier #i2k (E 2) B/R T E KB EELE 545 (ESKD. MiEUEF 514

BT B M SETS) RIS TE] . HHEZRIESS 52 TR0 B, b dksi .
& 2: CREDENCE: Z2HWIRRAEFER A X S HIH} ]

30
28 4 HR (95%Cl)
N 0.70(0.59, 0.82
26 A ‘ ’
24 -
° o
%@ 20
=
E[P( 18
=2 16+ .
& 14 . o
i 12 -
,ﬂ% 10
(S
8_
6_
4_
2+ bl
e e A
D T T T T T T T ull:l
0 26 52 78 104 130 156 182
R 3 R D
ﬁ’?jﬁu 2199 2178 2132 2047 1725 1129 621 170
z'g rﬁ‘l 2202 2181 2145 2081 1786 1211 646 196

BN E B TR S

CREDENCE #ff 78 f 64T 129 Bl A b [ 52405 BENL 70 B 4 e it se 2 Wi, i
RIAA-RA% 55 A0 347 63 B 66 113218 . K 11 41 ¥ CREDENCE B U5 A [
BE WA RN rai R
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Z#11: CREDENCEMIAIEN P EZRAE EXELX S (AFFAANHS) FIREL SH4H0T!

TR - ZARE
2y 1/N(%) EVRT? n/N(%) EVRT? HR[b] (95% CI)
= B OB & % 4 |12/63(19.0) 118.71 7/66(10.6) 62.32 0.49(0.19,1.26)
(ESKD. i & WL B&F £%
LB PR T B0 I
JET)
ESKD 10/63(15.9) 97.21 4/66(6.1) 35.42 0.33(0.10,1.09)
1375 UL £ 1 10/63(15.9) 98.41 5/66(7.6) 43.92 0.38(0.13,1.15)
B ESE T 0 0.00 0 0.00
O FETS 3/63(4.8) 27.39 1/66(1.5) 8.63
O FET- B OB | 5/63(7.9) 46.64 4/66(6.1) 35.25
TE YT
OIVESET: . JEBUAEME | 8/63(12.7) 75.46 5/66(7.6) 44.82 0.60(0.20,1.84)
O HUEZE . JEEBE 1 26
i (MACE) &%
LS FEE O WURE BT 2/63(3.2) 18.46 2/66(3.0) 17.60
AEBENE A 3/63(4.8) 27.99 2/66(3.0) 17.56
OO FEAE B 4/63(6.3) 37.31 3/66(4.5) 26.44
ESKD. I i& ULEF fz 48 | 12/63(19.0) 118.71 6/66(9.1) 53.42 0.41(0.15,1.11)
ol B AR T B AN
Ve

LR RGIT . T B AL AHLE T IRKER AR, AU FFEARERE SRy, mefE
I AR R A A SR B
2.5 1000 B - FEE R AEE,

(25353 ]

ZyEfEH

RAKFNF AL — R AN A B ) [ ds B (SGLT2) #IlF . B /NEE e
(1% 26 0 E L2 R IA T B /N (I SGLT2HEAT FIRUA, A% 41 15@ i #H SGLT2
ol 2> 0 e e R P RO, PR BRI (RT6), SN PRBEFEME, T A1
1B .

A% A A PEL TS GLT 24 R0 FY) ] 26 3 A0 A4 ) EELIRCAT, BB 06N 1 o S /N )
2o IXPNTT LA I R I B S AR AN ER P

BEMA

buigi

FHESE Ames IR S5 RONATE. S0 Btk R e S AL 261 il
ZERONIATE, AR MRS RO BIE . KA N K. &2 a4l
RENFAE.
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A AR

KRE ST REIEEFEE 100mg/ke CHEPE K RATMEN: K BRI 2525
AR T I RAESE 71 & 300mg AR RN 14 1A 18 £5), BARTEREBLAFET
SUEEASHINRMSE, SRR FEaEERR. Bl AEm. S
B> . BERBORA . R AR, EXR RIS HEEAE ). R
JITCHEMA o

R BT G IR -6 A7 R RS0 . TE SR B U2 K R4S T RIS A Bk
100mg/kg/ R, ZZHRiE 160mgkg/ K, HURKRAEMNKRZE 6 REE™E 21 K, (L
AUC T8, ZEEELNIERFIE 300mg T 19 £5), MR M T AT S5
(R & # k.

SRR B HAETE S 21~90 R AL T R&E5F 4. 200 65, 100mg/kg, &7l
AL RV EE RN, FEACHE A NEY k. BLAUC 1, 1R
AR 257 R T 35 T IR R & 300mg FRFEREM 0.5 5. XL 1% 24
M2 E RKAE T R EIER G AT AR & D . 2 R
(K iy KR AE 1A H I A 58 2

RIEFIE AT IAN R R, A/ MR EE A 1.4,

BoE it

£ CD1 /NRAT SD KR 2 R0 52 FP iR As 1 B

INBREE T RASHIFAE 100 30 F1 100mg/kg (MBS TR PR 77 & 300mg %5 &
(1465, RRBUIE AT =

EEREL (10, 30 F1 100mg/kg) FHIRENE R R A 58 Fula) 5 41 B R 15t 25 1
m, XN RY R TR SR KRR (LH K8, £—50 12 B RIGARRE .
RIGE T RIEFF SR A LH T .

HEVEFTHEPE K BUE 100mg/kg (F 5 5 R 204 PRI & 300mg % #& &= 1) 12 £5)
RN, A O R T N RR R R AR R B . IR, 7
100mg/kg 7|5 T 1 K BV s s 4 e R AT S R, R KRRt I
BSEioF s [P = 5= N I P S D i S A L L N =S S A PN W i =
JR R R A I — AR AR DG I . RAR B 1) Bk IR R HEFE & 300mg 1) 2 fi
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B, I AR S H R LN H BB 7K A S PR AL R
(2503 7151

TEAE R FE A 2 BOBE PR B R AR I 25 30 1 AL, SR I IRA S 100mg F
300mg J& 1-2 /B, BAAR S M2 (AL Tmax) o M 50mg & 300mg, ~RA&FIE I 2K
Coax F1 AUC BEFE R ELBIIE 0. 100mg AT 300mg FERME AL TR () 251N 10.6
ANIFAT 13,1 /8IS o Al 100mg 2 300mg B R —IR45 2 4-5 RIGAEIRaE . Am2ifah 1)
AEm AR 1%, 100mg F1 300mg 2 1K 25 2 Ja TR 1L 3K B AL 2 36%.

MR

A i Pt D RA DRI EEL ) 65%. e Xt A i M 254R8h 11 o s (R,
A b W AE BE R BN HE OO0 T IR F ER T A B A 1 S 4% T R BRI S IR BB
B AERF RS — AR IA (20 LRVER=ED.

Zigiil

f FEZ AR IR E KRGS 25 J5 A I P3RS A A 80 83.5L, REAHMLA AT iz,
KRG MHEEAZ48E (9%), FESARALE . HASE ARG T K51
ViR, B U R RN R R A A TR X

AR

O- I B HERE PR AN AS i 0 E ZARUE BRI, FEL H UGT1A9 Ml UGT2B4 3474 %
TS TR LA B R S () O- 81 47 PE RS BR A A

CYP3A4 N TR FIE A AREHTE N BT S LE RN (4 7%).

Hedttk

il JRE 2 A3 B R DR CIARIC B RAR 5% 5, AR R RIS -RAR 213 T 24 J2 4t
AT O EIHEIERR AU 2350l o5 P AR R TBURPE 2578 1) 41.5% 7.0%H1 3.2%. A
it () JFE A 24 ] 28 ANt

FIT B BT822 33% 48 JRIBHEE, = BETR RO O-F &1 B S R AR U
(30.5%). JRIEHHMFIRTE A R 1% A 100mg F1 300mg (1517 ik 2648036
1.30 & 1.55mL/min.

TEME R AH R KA 25 )5, AR F3 2 SHE R 229 192mL/min.

KRN

HRE

—IURIRE Y TSR AN FFEEE B E (A MDRD-eGFR 7R #EAT 7338 1
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SARE R A2 A T LT R 65114 200mg 19254830 71%

B HE AL A S Coe 5 R Z K HF ML (N=3; eGFR ik 2 8¢ 1T
90mL/min/1.73m?), £ (N=10). H1fE (N=9), HEE (N=10) HFiiFE (eGFR 4%HIH 60
<90, 30 <60 1 15 £<30mL/min/1.73m?) S A M MK AUC 707 293910 15%-
29%F1 53%, (HAKRMIEH (ESKD) AZik#& (N=8) 5 i B 52 ik 11 i AH Bl

Al AUC SEN I BE A IR R . BEAE B 40 e SRR R N, A ot A B 242
FAER TR (S0 ER] EEFHD.

A i ) LA BRI LB TS B -

FEARE

5 OhREE R 2 F ML, Afh 300mg HLIRE 25, Child-Pugh W& A 9 (T
15 WIS E RN Crax M AUCLH ) LA LUAE 23 51108 107%H0 110%,  Child-Pugh 174
B % CHERE) 2R Coa M1 AUCHI LT 2 HUAB 23 515 96%A1 111%.

— AN ERZE R L. WA Child-Pugh W& C 2 (FE) FHRESRE M
fRES (20 [HZEAED.

SEWY . PREIRR (BMD /AR BB R 2454080 J) 2R

HRIEXT 1526 7132 MBARHAT B PR 2047, Filk. tREIES (BMD MAE., 1
TFIRR R A i 23 7154808 BAEIR R SR (S0, T2ERZAD.

YR EAE BT

ZAH EAE AR AL VAL

A AE NI F2 AN T CYP450 BEI#RIA (3A4. 2C9. 2C19. 2B6 Al 1A2).
FRAE N PR R AMALS , A% CYP450 [ T (1A2. 2A6. 2C19. 2D6 5% 2E1) #%
HIHIER, % CYP2B6. CYP2C8. CYP2C9 Al CYP3A4 A g5ifE . A& P-gp
554 7] o

A% s [F) BN 2 2P I8 B ) P-REER 1 (P-gp) A1 MRP2 )4
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29k ELAE A A4 Y PR
F12: HBERHAXNANESGRBERREW
JURIIE EL 2R
(BIEEBEFHZ L Z)
FEREFZ HEHAFTED | ARFEOD TeFH=1.0
AUC® Crmax
(90%CI) (90%CI)
KT TFHEYIRRRA R, HS 0 [(HBYHEE/ER]

o 600mgQD 0.49 0.72
Al 8 F 300mg (0.44; 0.54) (0.61; 0.84)
LR BRI E A A&

300mgQD 1.23 1.01
EILES 400mg 8 & (1.19; 1.27) (0.91; 1.11)
0.03mg ARk Al
T o 200mgQD 0.91 0.92
ORIEREAN e v 2 0.15mg£1ﬁ*;;%m$ 6 F (0.88; 0.94) (0.84; 0.99)
o 25mgQD 300mgQD 1.12 1.15
AAIEIR 35 K 7R (1.08; 1.17) (1.06; 1.25)
. 300mgQD 1.10 1.05
— AU 2000mg 8 K (1.05; 1.15) (0.96; 1.16)
B 500mgBID 300mgQD 121 1.13
PITET 3K 17 % (1.165 1.25) (1.00; 1.28)
W REZS, BRAESH WA
@ BRI N AUChwe, ZIRBZFT N AUC4n0
QD =fK—Ik: BID =FKHIX
13 : AETEEHAGESRBRIEM
JUTIE L&
s | PREER | oo | CROGMENER G
(90%CI) (90%CID)
KT FAEYIRGRAREE, ES R (AYHEE/ER]
#—K 0.5mg
1.20 1.36

5 BRI, B | 300mg FER— N _ ‘

i 6K 025mg | W TR i iﬁg’ iﬁ;
R | '

LR E TR R A7 &
L L 1.06® 1.00
zﬂjz@%%% 1000mg 300m§?ID25 Xq‘agiéu% (0.98; (0.92:
1.14) 1.09)
1.07 1.22
o Ko (0.99; (1.10;
e 5 A0 ﬁg-o-”omlgf”@ 200mgQD 1.15) 1.35)
Wi %TXJ%‘;* ;é% 6K 1.06 122
W 15 it Z (1.00: (1.11;
1.13) 1.35)
EEN 1.25mg 200mgQD BN 1.02 0.93

This copy of the document was generated on 24 Nov 2021 Page 29 of 33




Number: TV-FRM-60395 Version: 1.0 Status: Effective Effective Date: 24 Nov 2021 (EST)

JUMISE R
RN E (B/ MR HE) EEM=1.0
HREAY o K@FEO AUCO C
(90%CI) (90%CI)
6 K (0.98; (0.85;
1.07) 1.01)
3R 3 Lol 099
K 1A (0.96; (0.91;
1.07) 1.08)
4o ot I 1.03 0.96
e 1 TR (0.97; (0.88;
1.09) 1.04)
0.99 0.94
S 25312‘%?3 3007mj%QD R (0.95; (0.87;
1.04) 1.01)
1.20 1.06
XU 2000mg 3 Oogmj%QD — H I (1.08; (0.93;
1.34) 1.20)
1.12 1.09
FARAMT (0.94; (0.91;
NN 300mgQD 1.33) 1.31)
FARAMYT 40mg 7% 18 26
FARARTT IR (1.03; (1.10;
1.35) 1.45)
1.01 1.03
(R)-H3Hk (0.96; (0.94;
1.06) 1.13)
1.06 1.01
fik 30mg 30?31%@ (S)-HETE b (1.005 (0.90;
1.12) 1.13)
1.00 1.05
INR (0.98; (0.99;
1.03) 1.12)
ORI, B Ui
QF LIRS 2 A AUCinn, 2 RG24 AUCoano
®AUC.121
QD=f K —k; BID=FE KPR INR=[HPrirEb LA
[ ]
I R AE
[ 2]
R (PVO) AafEimEass. 10 h/R/E.
A %001
241 H
(AT PRt ]
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BE VS E AR TX20150364
3 25 AHE S ]
100mg: H20170375
300mg: H20170374
(255 EivralREE A
% #%:  Janssen-Cilag International NV
VEMHuIE: Turnhoutseweg 30, B-2340 Beerse, HLF B
(A7 4l ]
k4 FR: Janssen-Cilag S.p.A.
AP Hihik: Via C. Janssen, Borgo San Michele, 04100 Latina, 7 KA
Wk FR T
YR PEEARFI 2 AR A
Hohik:  BRIGAE P 22 T R X B R L R A DU 19 5
MR i 710304
HiE 5 i9: 4008889988
fEE S (029)82576616

M3k:  http://www.xian-janssen.com.cn

*+*END OF DOCUMENT***
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